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We operate in a dynamic and rapidly changing environment involving numerous risks and uncertainties that may have a material
adverse effect on our business, financial condition or results of operations. You should carefully consider the risks and
uncertainties described below, together with all of the other information included in this annual report on Form 10 - K. Our
business faces significant risks and uncertainties, and those described below may not be the only risks and uncertainties we face.
Additional risks and uncertainties not presently known to us or that we currently believe are immaterial may also significantly
impair our business, financial condition or results of operations. If any of these risks or uncertainties occur, our business,
financial condition or results of operations could suffer, the market price of our common stock could decline and you could lose
all or part of your investment in our common stock. RISKS RELATED TO THE DEVELOPMENT OF IMETELSTAT Our
future success depends solely on imetelstat, our only product candidate, and we cannot be certain that we will be able to
continue to develop imetelstat or advance imetelstat to subsequent clinical trials, or that we will be able to receive regulatory
approval for or to commercialize imetelstat, on a trmely basr@ or at all. Imetelstat is our qole product candidate, upon whose
success we are wholly dependent. ¥ ey y ates—Our ability to develop
imetelstat and launch it commercially i is %ubject to irgmfrcant r1%l<§ and uncertainties, 1nclud1ng, obtainingregulatory-approvat

3 AA—fe ; as;-among other things, our ability to: *
receive regulatory approval submtt—&n—N-BA—to commerclallze 1metelstat t-he—F-BA—rn—the—U—S—&nd—a—M—AA—te—the—EMA—rn
the FU+-in lower - risk MDS thatis-aeeepted =
FDA and European Commlssmn

g v : W v wrthout the requrrement for the conduct and completion
of addrtronal pre- approval Clmrcal trials or further analyses, testmg or development commitments, if at all, any of which could
result in increased costs to us, and delay o1, limit or preclude our ability to generate revenue; * obtatn-generate sufficient
safety and efficacy data from the IMpactMF elinical trial to support any application for regulatory approval in relapsed /
refractory MF, without clinically meaningful safety i issues, side effeot% or doee lrmrtmg toxrcrtre% related to imetelstat that may
negatively impact its benefit- risk profile ;-w as-; * ascertain that the use of
imetelstat does not result in significant systemic or organ toxicities, mcludmg hepatotoxicity, or other %afety issues resulting in
an unacceptable beneﬁt r1%l< proflle * obtain addrtronal Caprtal when needed in order to enable us to further advance the
1metel§tat program 0 0 v

and maintain required regulatory clearances and approvals to enable contmued Clmrcal development as well as potentral
commercialization, of imetelstat;  enter into and maintain commercially reasonable arrangements with third parties to provide
services needed to further research and develop , and to potentially commercialize, imetelstat, including maintaining the
agreements with our contract research organizations, or CROs, erte-and third- party manufaeture-manufacturers imetelstatin
eachease-at-commeretallyreasonable-eosts—; ° recnut and retam %ufﬁcrent qualrﬁed and experrenced per%onnel to support the

development and po

-fuﬂet-:eﬂs—te—suppeﬁ—t-he—potentral comrner01allzat10n of 1metel§tat in the U. S.; « enter mto and mamtam arrangements with third
parties to provide services needed to support the potential commercialization of imetelstat for territories outside of the U. S. in
compliance with applicable laws; ¢ achieve acceptance of imetelstat, if approved, by patients and the relevant medical
communities; * compete effectively with other approved treatments in lower - risk MDS and relapsed / refractory MF if
imetelstat is approved in those indications ; * obtain appropriate coverage and reimbursement levels for the cost of imetelstat
from governmental authorities, private health insurers and other third- party payors; and ¢ obtain, maintain and enforce adequate
intellectual property and regulatory exclusivity for imetelstat both in the U. S. and globally. If we are not able to successfully
achieve the-these abeve—stated-goals and overcome other challenges that we may encounter in the research, development,
manufacturing and potential commercialization of imetelstat, we may be forced to abandon our development and / or planned
commercialization of imetelstat, which would severely harm our business, prospects and our ability to raise additional capital,
and might cause us to cease operations. Our euffent—&nd—petent—ra-l—fu‘fufe—clrnrcal trials of 1metel§tat could be 1nterrupted delayed
terminated or abandoned for a variety of reasons i e




o v ¢ tenee-clinical trlal failures , suspensnons,
terminations or delays related to: evefeemrng—patlent recrultment a-nd— enrollment and retention challenges and operational
delays fe}a-ted-te- 1nclud1ng in connection with opening new clinical s1tes Fand-eondueting-and-ecompleting IvpaetME;

vipre due-to-the-effeets-of the-COVHD-—9-pandem , while also competing with clinical trials for other
investig mondl druos in the same patient population; * use of trlal endpomts such as overall survival, that inherently require
prolonged periods of clinical observation sites-eleetingto-terminate-theirpartietpation-inany-of our— or elinteat-analysis of
the resulting data to determine trials— trial outcomes , which-wenldlikely-have-including the need for a detrimentat-effeet
efrpatient-enrellment;<-any-inabiityto-sueeessfullyretain- certain pattents-number of events, or deaths, to occur in
lMpactMF prlor to —rﬂel-udmg—eemp-}eﬁng—the ﬁnal p-}anned—mfeﬂm—analyms fer—I-M-paet—M—F,—-drfﬁeﬂ-l-t-tes—m that pat-teﬁt—

v, c y v B O
-ftt&l-fe—el-rmea-l—tﬂa-}s—e-f—rﬂ&efe}s’f&t— m&m’f&r&mg—t-he—m\ estlg,atlondl new drug appllcdtlons or lNDs dlld equiv dlent submlsﬂons
withe h being placed on full or
partial clinical hold, suspended or subject to other requn‘ements by the FDA or other similar international regulatory authorities;
* contracting with a sufficient number of clinical trial sites to conduct current and potential future clinical trials, and ensuring
that such contracts contain all necessary terms and conditions required by applicable laws, including providing for valid
mechanisms to engage in Cross- border data transfers, as well as identifyin lecmmng and trammg sultdble clinical investigators

ereology-indieations—; ¢ obtaining or accessing necessary Clll]lCcl] ddtd in accordance with appropndte clinical or quality practices
and regulatory requirements, in a timely and accurate manner to ensure complete data sets; ¢ responding to safety findings,
recommendations or conclusions by the internal-data safety review committees, independent data monitoring committees and /
or hepat-te—expert commlttees of current and potentlal future Clll]lCcl] trlals 01‘ imetelstat based on emerging data occurring durmo

specifications , cost and quality requlrements, and timelines offor 1metelstat or other clmlcal trial mdterldls in a manner that
meets the quality standards of the FDA and other similar international regulatory authorities, and responding to any disruptions

to drug supply, CllnlCdl trial mdtendls or qudhty issues that mdy duse Finehading-as-aresult-of(ay-hmitationstravailable

of'macroeconomic or other
global Condmons t v teetvi i HHeaty el W . such as the
m&ﬁ&fy—eeﬁﬂiet—beﬁ*eefr%&me—&ﬂd—f&tssta—mﬂatlon rising interest rates et prospects of a recession s+-obtatningaceeptatee
b it . government shutdowns, bank fallures and other dlsruptlons to
ﬁnancnal systems, civil fei“ or -rmefe}s’f&t—pohtlcal unrest , as-v y
ehanges-military conflicts, pandemics or other health crises and supply chaln and resource 1ssues * complying with
current and future regulatory requirements, policies or guidelines, including domestic and international laws and regulations
pertaining to fraud and abuse, transparency, and the privacy and security of health information; * reaching agreement on
acceptable terms and on a timely basis, if at all, with collaborators, physician investigators, vendors and other third parties

tfect
1




located in the U. S. or juriseietions-inrother countries, including our CROs, laboratory service providers and clinical trial sites,

on all aspects of clinical development and collaborating with them successtu y —rﬂel-ttd-rﬂg—wﬁl‘rfespeet—te-ehaﬁeﬁges-aﬂd-de{ays

1nclud1ng investigators or our CROs
clinical trials according to our anticipated schedule or consistent with the lelcal trial protocol, good clinical practices, or (J( P,
or other 1eoulat01v 1equnements or not performing data collection or dndlvses in a timely or accurate manner —‘—t-htfé-p&ﬁy

a—femmeﬁt—teﬁed-e\ ents Could adv CISGIV aﬁect our dblhtv to conduct or Lomplete Mpaefbv{-F—MpfeifeWthe clinical trials
being conducted by us or er-our BMpressinvestigators , or to commence, conduct and complete potential future clinical trials
of imetelstat, which could increase development costs, or interrupt, further delay or halt our development or potential
Lommeluallzdtlon of 1metelstdt any of which Could sev erely and adv elselv aﬁect our financial results, busmess and business




busmess—pﬁspeets—aﬁd—bhe—fuﬂtf&e-ﬁtmefe}st&t—lmetelqtat may eeﬁt-rﬁue—to—cau%e or have attrlbuted to it, undeilrable or

unintended side effects or other adverse events that could further delay or prevent the commencement and / or completion of
clinical trials for imetelstat, farther-delay or prevent its regulatory approval, or limit its commercial potential. Imetelstat may
eontinte-to-cause, or have attributed to it, undesirable or unintended side effects or other adverse events affecting its safety or
efficacy that could interrupt, further del"ly or halt current or potentlal future clinical tl‘lal§ of 1metel§tat sueh-as well as our
expanded access program Hverg ;
limiting toxicities observed in preVlou% and ongoing ehnlcal tl‘lal§ of 1metel§tat 1nclude . hematologle tox1elt1e§ iuch as
profound and / or prolonged thromboeytopenla or neutlopenla ; Ata-a g

ﬂﬁe}st&t—as—weﬂ—&s—feveﬁﬂa}eﬁf&de-%f&e—ﬂeﬁrepema- bleedlng eventﬂ with or Wlthout thromboeytopenla 1nelud1n0

reverstble-Grade 3 / 4 bleeding events ;  febrile neutropenia ; < hepatotoxicity and liver function test abnormalities, as well as
hepatic failure;  gastrointestinal events; * infeettons—- infection events, with or without neutropenia, including Grade 3 / 4
infection events ; ° muieular and joint pain; * tatlgue * headache; and ¢ infusion- related reactions. If patients in any clinical
trials of imetelstat or siMerg i ipactly v vely vip our expanded access program any
potenﬁai—f&t&fe—ehmeal—fﬁa}s-e-ﬁmefe}st&t—experlenee §1m11a1 or more severe adverse events, or new or unusual adverse events,
or if the FDA or other similar international regulatory authorities determine that efficacy and safety data in esrrent-er-potentiat
future-clinical trials of imetelstat do not support an adequate benefit- risk profile to justify continued treatment of patients, then
the FDA or other similar international regulatory authorities may agatrplace one or more of the INDs for imetelstat on clinical
hold, as occurred in March 2014. If this were to occur, there would be a significant delay in, or possible termination of, one stek
elinteat-triat-or al-more of the imetelstat clinical trials and any potential commercialization efforts, which might cause us to
cease operations. For example, we are reeenthybeeame-aware of a case in our IMpactMF clinical trial of a patient with
myelofibrosis associated with underlying progressive bone marrow failure, who died from febrile neutropenia, pulmonary
hemorrhage and bilateral pneumonia, which, at the time of reporting, the investigator related to imetelstat. If such toxicities or
other safety issues in any clinical trial of imetelstat are determined by us, the FDA or similar international regulatory authorities
to result in an unacceptable benefit- risk profile, then: ¢ additional information supporting the benefit- risk profile of imetelstat
may be requested by the FDA or similar international regulatory authorities and if any such information suppled-by-ts;orby
our-former-eoHaborationpartner;-is not available or, if available, not deemed acceptable, current clinical trials of imetelstat
could be suspended, terminated, or placed on clinical hold by the FDA or similar international regulatory authorities; ¢ the
ability to retain enrolled patients in our current clinical trials may be negatively affected, resulting in incomplete data sets and
the inability to adequately assess the benefit- risk profile of imetelstat in a specific patient population; e additional,
unexpected clinical trials or non- clinical studies may be required to be conducted ; or ® imetelstat may not receive or
maintain any regulatory authorizations, including for commerecial use . Further, clinical trials by their nature examine the
effect of a potential therapy in a sample of the potential future patient population. As such, clinical trials conducted with
imetelstat, to date and in the future, may not uncover all possible adverse events that patients treated with imetelstat may

experience. Because remaining patients in ongeing clinical trials Bverge-Phase-3MpaetME-and HBvpreveME-in our

expanded access program eontlnue to receive imetelstat treatment, addmonal or more severe toxicities or safety issues 5

may be observed as—p&ﬁeﬂ{—tfeafmeﬁf

beneht risk profile of imetelstat Wlll eontlnue to be assessed, including the risk of hepatotoxwlty, severe cytopenias, fatal

bleedlng Wlth or Wlthout any as%oelated thromboeytopenla patient injury or death s-and-any-othersevere-adverse-effeets-that

. The occurrence of any of the-these aferementioned-cvents could
1nter1upt furthel delay, or halt, any development and as a result, impact or preclude the potential regulatory approval and
commercialization of imetelstat, as well as increase costs to develop imetelstat, which would have a severe adverse effect on our
results of operations, financial condition and ability to raise additional capital, business prospects and the future of imetelstat,



any of which might cause us to cease operations . Results and data we disclosed from prior non- clinical studies and clinical
trials may not predict success in later clinical trials, and we cannot assure you that any ongoing or future clinical trials
of imetelstat will lead to similar results and data that could potentially enable us to obtain any regulatory approvals . The
design of a clinical trial can determine whether its results will support regulatory approval of a product, and flaws in the trial
design may not become apparent until the clinical trial is well advanced or during the approval process after the trial is
completed. A clinical trial design that is considered appropriate for regulatory approval includes a sufficiently large sample size
with appropriate statistical power, as well as proper control of bias, to allow a meaningful interpretation of the results. The
preliminary results of imetelstat clinical trials with smaller sample sizes can be disproportionately influenced by the impact the
treatment had on a few individuals, which limits the ability to generalize the results across a broader community, making the
trial results of clinical trials with smaller sample sizes less reliable than trials with a larger number of patients. As a result, there
may be less certamty that 1metelstat will ach1eve a statistically slgmhcant effect in any future clinical trials. Ferexample;-we

obtain any regulatory approvals Success in non- clinical testmg and early clm1cal trials, including Phase 2 clinical trials, such as
IMbark, does not ensure that later clinical trials will be successful, nor does it predict final clinical trial results. In addition, even
though we reported positive top- line results from IMerge Phase 3 in January 2023, this does not ensure that any other clinical

trials of imetelstat —meludmg—}hépaetN}F—Mpfevel%F—aﬂd—Mpfess—wdl be successful. Later stage We—e&m&et—be—eefta—m—t-haf
aﬁyhe—ﬁﬂ&e—pﬂer—eufre&t—efpeteﬂﬁal—ftﬁufe—chmcal trials of 1metelstat withg

tats-may fail to show t-he—destred—an acceptable beneht risk
profile desp1te havmg progressed through non- clm1cal studies and initial clinical trials. Many companies in the
b1opharmaceut1cal mdustry have hequently sutlered s1gmhcant setbacks in later chmcal trials, even alter ach1evmg promising

clm1cal trials with larger numbers ot pat1ents or longer duratrons of therapy may t"ul to rephcate ethcacy and salety results
observed in earlier clinical trials, such as IMbark, and if this were to occur with IMpactMF, this would adversely affect future
development prospects of imetelstat, and as a result, impact the potential commercialization of imetelstat in relapsed /
refractory MF , which would substantialy-impair-have a severe adverse effect on our results of operations, financial
condition and ability to raise additional capital , business prospects and the future of imetelstat, any of which might cause
us to cease operations . Furthermore, non- clinical and clinical data are often susceptible to varying interpretations and
analyses. In some instances, there can be significant variability between different clinical trials of imetelstat due to numerous
factors, mcludmg changes in trial procedures set lorth in trial protocols differences in the s1ze and type of patient populat1ons

ﬂet—be—ebseﬁled—irrl-l%paet—l%ﬁ—l:ﬂeeﬁﬂse—althotwh the stat1st1cal analyses comparing IMbark data to closely matched real WOIld
data, or RWD, published in the September 2021 issue of the Annals of Hematology, suggest potentially favorable ©S-overall
survival in relapsed / refractory MF patients treated with imetelstat, compared to BAT using closely matched patients” RWD,
such comparative analyses between RWD and our clinical trial data have several limitations. For instance, the analyses create a
balance between treatment groups with respect to commonly available covariates, but do not take into account the unmeasured
and unknown covariates that may affect the outcomes of the analyses. Potential biases are introduced by factors which include,
for example, the selection of the patients included in the analyses, misclassification in the matching process, the small sample
size, and est1mates that may not represent the outcomes for the true treated pat1ent populat1on Fer—t-hes&aﬂd-ot-l‘teere&seﬂs—sueh

in current or potential luture 1metelstat clinical tr1als would mterrupt further del"ly, or halt any development and asa result
prevent potential regulatory approval and commercialization of imetelstat, which would have a severe adverse effect on our



results of operations, financial condition and ability to raise additional capltal business prospects and the future of imetelstat.

'I'ﬂfeﬂ'l‘ﬂ-F urther —Sﬂ&pshetAtep-—l-mei&ﬂd-prehmmaly data

of then - avallable data, and the results and related findings and Conclusmns are subject to change followmg a more
comprehensive review of the data related to the particular study or trial. We also make assumptions, estimations, calculations
and Conclusmns as part of our dnalyses of dat"l dnd we may not have received or had the opportunlty to fully and Carefully

Addltlonal or upddted safety and efficacy dat"l from current or potentlal future clinical trlals of 1metelstdt may result in a
benefit- risk profile that does not justify the continued development and / or potential regulatory approval of imetelstat in a
particular patient population, or at all. Any data reported from IMpactMF may materially differ from and be less positive than
data previously reported from IMbark. Thus, reported data should be considered carefully and with caution, and not relied upon
as indicative of future clinical results. Such additional data could result in a lower benefit- risk profile than initially expected,
which could hinder the potential success of IMpactMF, IMproveMF or IMpress, or cause us to abandon further development of
imetelstat entirely. Top Indanuary2023-we-announeed-positive-top— line results and data fremrHMerge-Phase3—Sueh-top—tine
restits-may differ from future results of the same study, or different conclusions or considerations may qualify such results,
once additional data have been received and fully evaluated. Fop-Moreover, as remaining patients in IMerge Phase 3
continue to be treated and followed under the extension phase of the trial and longer - tie-term outcomes are assessed,
these additional and more mature data alse-remainsubjeet-to-auditmay alter the benefit- risk profile of imetelstat in and-
an verifieationproeedures-thatmay-adverse manner, including with respect to overall survival. Material adverse
differences in future resuit-results , compared to tn—ﬂ&e—ﬁﬂaﬁiafa—bemg—m&teﬂ&bkdtffefeﬂkﬁeﬂﬂ%w—prelnmnmy d&ta—we
pfew‘teﬁs}y—pub-l-tshed.—ﬁcs—a—fest&t— 1nter1m or top- hne data,

severely dnd adversely dﬂect our hnancml results business and business prospects dnd the future of imetelstat, including the

potentlal commercmhzanon of 1metelstdt and mlght cause us to cease operations —Fhe-researeh-and-development-ofimetelstatis

on third parties to Conduct our current and potential future clinical trials of 1metelstat If these thlrd pdltles do not successfully
carry out their contractual duties or meet expected deadlines, we may be unable to continue the development of, obtain
regulatory approval for, or commercialize imetelstat. We do not have the ability to independently conduct clinical trials.
Therefore, we rely on medical institutions, clinical investigators, contract laboratories and other third parties, such as CROs,
service providers, vendors, suppliers and consultants, to conduct clinical trials of imetelstat. The third parties we contract with
for execution of our current and potential future clinical or investigator- sponsored trials of imetelstat play a critical role in the
conduct of these trials and the subsequent collection and analysis of data. However, these third parties are not our employees,
and except for contractual duties and obligations, we have limited ability to control their performance, or the amount or timing
of resources that they devote to imetelstat. For example, we have retained CROs to support our imetelstat clinical development
activities, and any failure by our CROs to perform their contractual obligations, whether-due-to-the-effeets-ofthe-cOVHD—9
pandemie-er-otherwise;-or disputes with our CROs about the quality of their performance or other matters, could further delay or
halt our imetelstat clinical development activities ineluding-eurrent-or-futare-imetelstat-ehntealtrials-. These third parties may
also have relationships with other commercial entities, some of which may compete with us. Under certain circumstances, these
third parties may terminate their agreements with us Wlthout cause and upon immediate written notice. Although we rely on
third parties to conduct our imetelstat clinical trials +4 vipa a proveME-, we remain
responsible for ensuring that each clinical trial is conducted in accmddnce Wlth its 1nvestlgat10nal plan and protocol and
applicable laws. Moreover, the FDA and similar international regulatory authorities require us to comply with GCP regulations




and standards for conducting, monitoring, recording and reporting the results of clinical trials to ensure that the data and results
are scientifically credible and accurate, and that the rights, integrity and confidentiality of patients participating in clinical trials
are protected, including being adequately informed of the potential risks. Regulatory authorities enforce these GCP requirements
through periodic inspections of trial sponsors, principal investigators and trial sites. If we or any of our CROs fail to comply
with applicable GCP requirements, the clinical data generated in our clinical trials may be deemed unreliable and the FDA, or
similar international regulatory authorities, may require us to perform additional clinical trials before approving any application
for regulatory approval. We cannot assure you that upon inspection by a given regulatory authority, such regulatory authority
will determine that any of our clinical trials comply with GCP or other applicable regulations. In addition, our clinical trials must
be conducted with imetelstat produced under applicable GMP regulations. Our failure to comply with these regulations may
require us to repeat clinical trials, which would further delay the process for any regulatory approval. Our ability to comply with
these regulations and standards may be contingent upon activities conducted by third parties, and if they fail to perform in
accordance with contractual obligations and legal requirements, our development of imetelstat may be interrupted, further
delayed or halted. Any failures by us or third parties noted above would have a severe adverse effect on our results of
operations, financial condition and ability to raise additional capital, business prospects and the future of imetelstat, including
the potentlal commermahzatlon of imetelstat, any of Wthh might cause us to cease operatlons We-also-are-required-toregister

aﬁd—ewrl—aﬂd—eﬂ&nﬁa-l—saﬁeﬁens—Furthermore the execution of Cllnlcal trlals and the subsequent compllatlon and analy51s of the
data produced, including the interim and final analyses for IMpactMF, requires coordination among various parties. In order for
these functions to be carried out effectively and efficiently, it is imperative that these parties communicate and coordinate with
one another. If the quality or accuracy of the clinical data obtained, compiled or analyzed by third parties is compromised due to
their failure to adhere to our clinical trial protocols, GCP or GMP requirements, or for any other reason, we may need to enter
1nt0 new arrangements with alternatlve third partles which would cause delay, and Could be dlfﬁcult costly or impossible. ¥

Sw1tch1ng or addlng CROs, investigators , Vendors and other third partles involves
additional costs and delays because of the time it takes to ﬁnahze a contract with a new CRO and for thelr commencement of
Work ; ays-en aterio : ; pies

ﬁtﬁ@R@s—aﬁd—e&ler—t-hﬁd—pafﬁes—A]though we carefully manage our relatlonshlps Wlth our CROS 1nvest1gat0rs vendors and
other third parties, we and any of these third parties may nonetheless encounter challenges or delays in the future, which could
have a material and adverse impact on our business, business prospects and the future of imetelstat. In addition, certain principal
investigators for our clinical trials serve as scientific advisors or consultants to us from time to time and receive compensation in
connection with such services. Under certain circumstances, we may be required to report some of these relationships to the
FDA. The FDA may conclude that a financial relationship between us and a principal investigator has created a conflict of
interest or otherwise affected conduct of the trial. The FDA may therefore question the integrity of the data generated at the
applicable clinical trial site and the utility of the clinical trial itself may be jeopardized. This could result in a delay in approval,
or rejection, of any applications for approval by the FDA and may ultimately lead to the denial of approval of imetelstat. We
sviH-do not control the conduct of current or any potential future investigator- led clinical trials, and data from such trials could
show marginal efficacy and / or clinically relevant safety concerns related to imetelstat resulting in an unfavorable benefit- te-
risk assessment that could materially and adversely impact our ongoing clinical trials , er-our imetelstat development
program as a whole, and / or the prospect for approval for imetelstat. We sit-do not control the design or administration of
the investigator- led clinical trial, IMpress, or any potential future investigator- led trials, nor the submission, approval or
maintenance of any IND or feretgrrinternational cquivalent filings required to conduct these clinical trials. In addition, we it
do not have control over the timing and reporting of the data from any such investigator- led clinical trials. A delay in the timely
completion of or reporting of data from any potential future investigator- led clinical trial could have a material adverse effect
on our ability to further develop imetelstat or to advance imetelstat to subsequent clinical trials. Investigator- led clinical trials
may be conducted under less rigorous clinical standards than those used in company- sponsored clinical trials. Accordingly,
regulatory authorities may closely scrutinize the data collected from these investigator- led clinical trials. In addition, any
potential-future-investigator- led clinical trials could show marginal efficacy and / or clinically relevant safety concerns that
could delay , limit or preclude the further clinical development or marketing approval of imetelstat for-in any indication ,
including lower- risk MDS . To the extent that the results of any petenttal-future-investigator- led clinical trials raise safety or
other concerns regarding imetelstat, regulatory authorities may question the results of such investigator- led clinical trials, or
question the results of any of our clinical trials BviergePhase3;HMpaetMFandtMproveME-. Safety concerns arising from
any-potential-future investigator- led clinical trials could result in partial or full clinical holds being placed on the imetelstat
INDs by the FDA or other similar international regulatory authorities, as occurred in March 2014, which would further delay or
prevent us from advancing imetelstat into further clinical development , would delay or preclude any marketing approvals
for imetelstat and could cause us to discontinue our development of imetelstat, any of which would severely harm our business
and prospects, including the potential commercialization of imetelstat, and could potentially cause us to cease operations. Risks
Related to Regulatory APPROVAL and Commercialization of Imetelstat Our inability to obtain and maintain regulatory




clearances and approvals to continue the clinical development of, and to potentially commercialize, imetelstat, would severely
and adversely affect imetelstat’ s future value, and our business and business prospects, and might cause us to cease operations.
Federal, state and local governments in the U. S. and governments in other countries have significant regulations in place that
govern drug research and development and may prevent us from successfully conducting development efforts or potentially
commercializing imetelstat. Delays in obtaining or failure to maintain regulatory clearances and approvals, or limitations in the
scope of such clearances or approvals, could: « impede o, halt eur-- or aetivities-and-increase the costs of our plans for clinical
development and commercialization; ¢ significantly harm the commercial potential of imetelstat +=+tmpese-additionat
develepment-eosts-; * diminish any competitive advantages that may have been available to us; or « farther-delay or preclude any
revenue we may receive from the future commercialization of imetelstat, if any. The occurrence of any such event would
significantly harm our business, business prospects, including any potential commercialization of imetelstat, and the
future value of imetelstat and might cause us to cease operations. If we are unable to obtain regulatory approval for and
successfully commerecialize imetelstat, or experience significant delays in doing so, our business will be severely harmed.
The process of obtaining marketing approvals, both in the U. S. and in other countries, is lengthy, expensive and
uncertain. It may take many years to obtain approval, if approval is obtained at all, and can vary substantially based
upon a variety of factors, including the type, complexity and novelty of the product candidates involved. Of the large
number of drugs in development, only a small percentage complete the regulatory approval process and are successfully
commercialized. [n addition, with-respeet-te-thc lengthy review process as well as the unpredictability of future clinical trial
&es*gn—results may result ina delay in obtalmng, or our fallure to obtam, regulatory approval for imetelstat in BvipactVE;

a-lower - rlsk MDS dese—aﬂd—/—e%a—mefe—ffequeﬂf

spleenresponse-, one of the trial” s seconddly ...... or prevent marketing qpproval of 1metelstdt for 1el¢1psed / 1ehact01y MF by,
or any the-other FbA-indication, which would significantly harm or-our similar-internationial-business, business prospects,
including the potential commercialization of imetelstat, and the future value of imetelstat and might cause us to cease
operations. Securing marketing approval requires the submission of extensive non- clinical and clinical data and
supporting information to regulatory authorities for each therapeutic indication to establish to the satisfaction of such
regulatory authorities the product candidate’ s safety and efficacy, as well as information about the product
manufacturing process and any inspections of manufacturing facilities conducted by regulatory authorities through the
filing of an NDA in the U. S. and an MAA in Europe. Although the FDA has accepted for standard review our NDA for
imetelstat for the treatment of transfusion- dependent anemia in adult patients with lower- risk MDS who have failed to
respond or have lost response to or are ineligible for ESAs, and the EMA has validated our MAA for imetelstat for the
same proposed indication, there can be no assurance that we will receive regulatory approval by the FDA or the
European Commission for the commercialization of imetelstat in a timely manner or at all. Further, because non- clinical
and clinical data are often susceptible to varying interpretations and analyses, regulatory authorities, including the FDA
and EMA, may disagree with our interpretation of the data and may require additional clinical testing and / or further
analyses from completed clinical or non- clinical trials before we can obtain regulatory approval and begin
commercialization of imetelstat, if at all, any of which could result in increased costs to us, delay or limit our ability to
generate revenue and adversely affect our commercial prospects. For example, in connection with the anticipated FDA
oncology drug advisory committee meeting concerning the NDA for imetelstat in lower- risk MDS, the FDA will release
its review of our data, which may differ, perhaps materially, from our interpretation of our data. Additionally, many
sponsors experience volatility in the stock price surrounding the advisory committee’ s discussion and vote, even though
FDA is not obligated to follow the advisory committee’ s input . Furthermore, in [Merge Phase 3 we shortened the follow- up
period after the last patient has been enrolled from 15 months to 12 months to enable an earlier clinical cut- off date for the
primary analysis. Although we reported positive top- line results from IMerge Phase 3 in January 2023, our decision to shorten
the follow- up period after the last patient has been enrolled may result in further clinical responses that eextd-may have eeeur
occurred after the 12- month clinical cut- off date being excluded from the primary analysis. The exclusion of this future data
from the primary analysis could reduce the overall efficacy results, including durability of transfusion independence, which
could otherwise delay, limit or prevent marketing approval of imetelstat in lower - risk MDS by the FDA or similar international
regulatory authorities or require additional clinical trials and further testing prior to granting any regulatory approval to market
imetelstat in lower - risk MDS. Even though we reported positive top- line results from IMerge Phase 3 in January 2023, those
results are not necessarily predictive of imetelstat activity in other indications and for other pivotal trials that may be needed to
support any application to the FDA or similar international regulatory authorities for such other indications, such as from

lMpauMF We—Any of these events may {-hefefefe—fa-rl-result ina failure to further de\ el op efeemmefeta-hze—nﬁefe}s’f&t—

1egu1at01y approv al fo1 ﬁﬁd—Ol‘ commelcmhze 1metelstat whlch would severely and adversely affectefexpefwﬁee—stg&rﬁeaﬂ-t

delaysirdetngse;our business w v
busmess prospects fﬂ—et-hefeeﬂﬁtﬂes— ts—}eﬂgt-hy—e*peﬁswe—dnd mlght cause us ttneeﬁatn—l—t—m&y—take—maﬂy—ye&fs—to cease

. In addmon w1th respect to the
tea tlldl fesu-l-ts—m&y—demgn for IMpactMF, the FDA urged
us to consnder adding a thlrd dosmg arm to the trlal to assess a lower dose and / or a more frequent dosing schedule that
might improve the trial’ s chance of success by identifying a less toxic regimen and / or more effective spleen response,



one of the trial’ s secondary endpoints. Based on data from IMbark, we believe that testing a lower dose regimen would
likely result in a lower median OS,which is the trial’ s primary endpoint,in the imetelstat treatment arm.Existing data also
suggest that lowering the dose would not result in a clinically meaningful reduction in toxicity,and for these reasons we
therefore-determined not to add a third dosing arm to the trial design and the FDA did not object to our proposed imetelstat dose
and schedule of 9.4 mg / kg every three weeks.Our belief may ultimately be incorrect. Therefore,our failure to add a third dosing
arm could result in a failure to maintain regulatory clearance from the FDA and similar international regulatory authorities,could
result in the trial’ s hulule or could otheIWlse ée}a-y—deldy -m—ebt&m—mg— efllmlt our-- or prevent marketlng -fa-l-l-ufe—te—ebta-rﬁ—

&t—&H— lmetelstdt must receive all relevant reéuldtory approvals before it may be marketed inthe U. S. or othel countries.
Regulatory authorities have substantial discretion in the approval process and can delay, limit or deny approval of imetelstat or
require us to conduct additional non- clinical or clinical testing or abandon a program for many reasons, including: ©
disagreement with the design or implementation of our clinical trials, including our statistical analysis of trial results; ¢ failure to
demonstrate to the FDA or similar international regulatory authorities that imetelstat’ s efficacy results rineluding-duration
provide sufficient evidence of overall clinical benefit respense-is-aceeptable-; » unfavorable benefit- to- risk assessment, in
the case of marginal efficacy and / or clinically relevant safety concerns, for any proposed indication; * serious and unexpected
drug- related side effects experienced by participants in our clinical trials or by individuals using drugs similar to imetelstat; *
disagreement with our interpretation of data from non- clinical studies or clinical trials, including disagreement from asny-the
oncology drug advisory committee eenvened-that the FDA has scheduled for March 14, 2024 in connection with the review
of the NDA feﬁew—for imetelstat in lower- risk MDS ; -f&r}ufe—te-ee-l-}eet—re]ectlon by the F DA of forelgn data 1ncluded in

1dent1flcdt10n of critical issues as a result of a pre- approval health duthonty inspection that could negatl\ ely 1mpdct the mte;crlty
of ddtd in an NDA or MAA and 1edd to a rejection by the FDA ﬁﬂd— European Commlssmn, or similar international health

similar mternatlondl regulatory authorities that the appropriate indication for Commercml use of imetelstat is narrower or more
restrictive than anticipated; ¢ failure to satisfy the requirement to develop a risk evaluation and mitigation strategy, or REMS,
for the U. S. and a risk management plan for the EU including post- marketing studies, as a potential condition to approval; ¢

dlsd(neement reécudmg the fmmulatlon labeling and / or the speuhcatlons for imetelstat; < a-determination-by-the FDA-er

to meet acceptable reguldtory standards; ° the F DA EMA the competent authorities of the individual EU Member States or
similar international regulatory authorities may 1£1L1( resources or be delayed in conducting pre- approval inspections due to lack
of resources or 0ther reasons fe}a-ted-te-GeleI-B-—l-9—efet-he1ﬂmse— » we or any third- party service providers may be unable to

MPs--- GMP , and-for-goed-ehnteal-practiees;or
G-GP3—~ GCP , or other applicable regulatory and other requlrements to the satisfaction of the FDA , the competent

authorities of the individual EU Member States or similar international regulatory authorities; or * Chdnges in regulatory



policies or approval processes, or potential reduction of unmet medical need with the entry of competitive therapies to the
market, could render our clinical eﬁlcdcy or satety data msuthClent for approv al —eﬁ‘—pel-ﬁea-l—faefefs—strﬁetmdmg—t-he—&ppfeva%
6 v - . Furthermore, in recent
years, theIe has been increased publu and polmcal scmtlny on the FDA and smnhn mtematlonal regulatory authorities with
respect to the approval process for new drugs, and as a result regulatory authorities may apply more stringent regulatory
Stdnddld% especmlly Iegardmv drug safety, when rev 1ewmo 1eoulat01y submlsslons for new drugs. Eventfwe-believe-we-have

subject to restrictions or post- approval commitments that increase our costs or Iender imetelstat not commewldllv viable,

w hich would harm 1metelstdt s future value and our business and busmess plospects —Inadditon;-obtaining regulatory-approvat

may also not approve the labeling Clalms thdt are necessary or desmlble for the successful Commercmllzatlon ofa dlug sucl h as
imetelstat. For example, regulatory authorities may not agree with our belief in the disease- modifying properties of
imetelstat, and future regulatory clearances, if any, that we might obtain for imetelstat may be limited to fewer or narrower
indications than we might request, or may be granted subject to the performance of post- marketing studies, which may impose
further requirements or restrictions on the distribution or use of imetelstat, such as limiting prescribing to certain physicians or
medical centers that have undergone specialized training, limiting treatment to patients who meet certain safe- use criteria, and
requiring treated patients to enroll in a registry. These limitations and restrictions may limit the size of the market for imetelstat
and affect reimbursement by third- party payors. Future regulatory clearances, if any, may be limited to a smaller patient
population, or may require a different drug formulation or a different manufacturing process, than we might in the future decide
to seek. In addition, failure by our former collaborator to comply with applicable regulatory guidelines prior to our assumption
of sponsorship of the imetelstat program , or to provide information if requested by regulatory authorities, could result in
administrative or judicially imposed sanctions on us, including warning letters, civil and criminal penalties, injunctions, product
seizures or detention, product recalls, total or partial suspension of manufacturing activities, and the potential refusal to approve
any NDAs , including the NDA for imetelstat in lower- risk MDS . Any delay in obtaining or failure to obtain required
approvals of imetelstat, or limitations on any regulatory approval that we might receive in the future, if any, could reduce the
potential commercial use of imetelstat, and potential market demand for imetelstat and therefore result in decreased revenue for
us from any commercialization of imetelstat, any of which would severely and adversely affect our financial results and ability
to raise additional capital, the price of our common stock, our business and business prospects, including the potential
commercialization of imetelstat, and the future of imetelstat, and might cause us to cease operations. Any regulatory approval
that we may potentially receive for imetelstat could be subject to restrictions, and we may be subject to penalties or
product withdrawal if we fail to comply with regulatory requirements or if we experience unanticipated problems with
imetelstat. Any regulatory approval that we may potentially receive for imetelstat could be subject to restrictions or
conditions of approval that may require potentially costly post- marketing clinical trials or surveillance to monitor safety
and efficacy of the drug candidate. In addition, imetelstat and the manufacturing processes and facilities, post- approval
clinical data, labeling, advertising and promotional activities related to imetelstat will be subject to continual
requirements of, and review by, the FDA and comparable regulatory authorities. These requirements include
submissions of safety and other post- marketing information and reports, registration requirements, current Good
Manufacturing Practice (¢cGMP) requirements relating to quality control, quality assurance and corresponding
maintenance of records and documents, and requirements regarding promotional interactions with healthcare
professionals. Failure to comply with these regulatory requirements or later discovery of previously unknown problems
with imetelstat, or our manufacturers, or manufacturing processes for imetelstat, may result in actions such as
restrictions on imetelstat manufacturing, distribution or use; restrictions on labeling or marketing; requirements to
conduct post- marketing studies or clinical trials; warning letters, withdrawal of imetelstat from the market; refusal to
approve our pending regulatory applications, or any supplements to approved applications that we might submit;
recalls; suspension or termination of ongoing clinical trials; fines, restitutions or disgorgement of profits or revenues;
refusal to permit the import or export of imetelstat; product seizure or detentions; injunctions or the imposition of civil
or criminal penalties; and adverse publicity. Any government investigation of alleged violations of law could require us
to expend significant time and resources in response and could generate negative publicity. In addition, the FDA’ s
regulations, policies or guidance may change and new or additional statutes or government regulations may be enacted
that could prevent or delay regulatory approval of our product candidates or further restrict or regulate post- approval
activities. We also cannot predict the likelihood, nature, or extent of adverse government regulation that may arise from
pending or future legislation or administrative action, either in the United States or abroad. If we are unable to fulfill
any potential post approval commitments that may be applied to the approval and commercialization of imetelstat by
any regulatory authority, or are unable to adapt, to changes in existing regulatory requirements or adoption of new
regulatory requirements or policies, there may be a negative impact to our business and continued regulatory approval



of imetelstat. Under such circumstances, we or our respective clinical investigators may be subject to the actions listed
above, including losing marketing approval for imetelstat, which would severely and adversely affect our business and
business prospects, including the potential commercialization of imetelstat, and the future of imetelstat, and might cause
us to cease operations. If imetelstat is approved for commercialization and we are unable to establish and maintain effective
sales, marketing and distribution capabilities or enter into agreements with third parties to commercialize imetelstat, we will be
unable to successfully commercialize imetelstat if and when it is approved. We s#Hneed to complete substantial preparations to
be ready for any potential future commercialization of imetelstat, and earrentty-we are in the process of establishing sales,
marketmg and distribution capabilities. As a company, we have no sales;marketing-or-distributioneapabitities-and-ne
experience in selling and marketing products. To advance imetelstat to potential marketing approval and commerecialization ,
we will be required to complete our commercialization preparatory activities , including obtaining and maintaining state
licenses where required for us to sell imetelstat , and continue to incur related expenses, before we obtain any marketing
approval. These activities #-include, among other things, the development of an in- house marketing and sales force, which
will continue to require significant capital expenditures, management resources and time. We will have to compete with other
companies to recruit, hire, train and retain qualified marketing and sales personnel. If we are unable to adequately prepare for
the potential future commercialization of imetelstat, we may not be able to generate product revenue if marketing authorization
is obtained. There are risks involved with both establishing our own sales, marketing and distribution capabilities and entering
into arrangements with third parties to perform these services. For example, recruiting and training a sales force is expensive and
time consuming and could delay any product launch. If the commercial launch of imetelstat for which we recruit a sales and
marketing force and establish distribution capabilities is delayed or does not occur for any reason, we would have prematurely
or unnecessarily incurred these commercialization expenses, which would be costly. Even if imetelstat is approved in lower =
risk MDS and we are able to e%tabh%h our own Sales and marketlng capablhtle% imetelstat W111 bea newly marketed drug Asa

are unable to effectively train sales pel%onnel and equip them with comphant and effective materials, our effort% to %ucce%sfully
commercialize imetelstat could be adverqely affected Wthh would negatlvely 1mpact our business, bu%lne%i pro%pecti and the
future Value of 1metel§tat —Fe at-ma v

Letuemab&ttyhte-eempete-effeetwe}y—v&ﬂa—efheﬁher&ptes— lf we enter into arrangements W1th thnd partle% o pelform

commercialization services like sales, marketing and distribution, we will be reliant on the efforts of such third parties, and our
sales revenue from sales of imetelstat or the profitability from such sales to us are likely to be lower than if we were to market
and sell imetelstat ourselves. In addition, we may not be successful in entering into arrangements with third parties to
commercialize imetelstat or may be unable to do so on terms that are favorable to us. In entering into third- party
commercialization arrangements, any revenue we receive will depend upon the efforts of the third parties, and we cannot assure
you that such third parties will establish adequate commercialization capabilities or devote the necessary resources and attention
to commercialize imetelstat effectively. We also face competition in our search for third parties to assist us with the
commercialization efforts of imetelstat. Our inability to successfully establish and maintain effective commercialization
capabilities for imetelstat, if we receive regulatory approval to do so, would severely and adversely affect our financial results,
business and business prospects, including the potential commercialization of imetelstat, and the future of imetelstat. If we do
not obtain acceptable prices or adequate reimbursement for imetelstat ts-net-ebtainred-, the use of imetelstat could be severely
limited. The ability to successfully commercialize imetelstat, if approved, will depend significantly on obtaining acceptable
prices and the availability of coverage and adequate reimbursement to the patient from third- party payors. Government payors,
such as the Medicare and Medicaid programs, and other third- party payors, such as private health insurers and health
maintenance organizations, determine which medications they will cover and the reimbursement levels. Assuming we obtain
coverage for imetelstat by a third- party payor, the resulting reimbursement payment rates may not be adequate or may require
co- payments that patients find unacceptably high. If imetelstat is approved for commercial sale, patients are unlikely to use it
unless coverage is provided, and reimbursement is adequate to cover all or a significant portion of its cost. Therefore, coverage
and adequate reimbursement will be critical to new product acceptance. Government authorities and other third- party payors
are developing increasingly sophisticated methods of controlling healthcare costs, such as by limiting coverage and the amount
of reimbursement for particular medications. Increasingly, third- party payors are requiring that drug companies provide them
with predetermined discounts from list prices as a condition of coverage, are using restrictive formularies and preferred drug
lists to leverage greater discounts in competitive classes, and are challenging the prices charged for medical products. The
Inflation Reduction Act of 2022, or the Inflation Reduction Act, includes several provisions to lower prescription drug
costs for people with Medicare and reduce drug spending by the federal government, which may ultimately have a



negative effect on the pricing for imetelstat, should it receive regulatory approval. However, the Medicare drug pricing
negotiation program provisions of the law are currently subject to legal challenges. Further, no uniform policy requirement
for coverage and relmbursement for drug productq exists among thlrd party payors in the U. S. Fherefore;-eoverage-and

P ; ; o-payor—As a result, the coverage determination process is
often a time- consummg and Coqtly process that Wlll require us to prov1de scientific and clinical support for the use of imetelstat
to each payor separately, with no assurance that coverage and adequate reimbursement will be applied consistently or obtained
in the first instance. We cannot be sure that coverage and reimbursement will be available for imetelstat, if approved for
commercial sale, and, if reimbursement is available, what the level of reimbursement will be. There may also be significant
delays in obtaining coverage and reimbursement for newly approved drugs, and coverage may be more limited than the
purposes for which the drug is approved by the FDA or similar international regulatory authorities. Coverage and
reimbursement may impact the demand for, or the price of imetelstat, if marketing approval is obtained. If coverage and
reimbursement are not available or reimbursement is available only to limited levels, we may not successfully commercialize
imetelstat, even if marketing approval is obtained, which would negatively impact our business and business prospects.
Although orphan drug designation has been granted to imetelstat for the treatment of MF and MDS in the U. S. and in the EU,
these designations may not be maintained, which would eliminate the benefits associated with orphan drug designation,
including the potential for market exclusivity, which would likely result in decreased sales revenue from commercialization of
imetelstat, if any, and would likely harm our business and business prospects. The FDA granted orphan drug designation to
imetelstat in June 2015 for the treatment of MF and for the treatment of MDS in December 2015, and the EMA-European
Commission granted orphan drug designation in December 2015 to imetelstat for the treatment of MF and in July 2020 for the
treatment of MDS. The designation of imetelstat as an orphan drug does not guarantee that any regulatory authority will
accelerate regulatory review of, or ultimately approve, imetelstat, nor does it limit the ability of any regulatory authority to grant
orphan drug designation to product candidates of other companies that treat the same indications as imetelstat prior to imetelstat
receiving any exclusive marketing approval. We may lose orphan drug exclusivity for certain reasons, including if the FDA or
EMA-the European Commission determines that the request for orphan drug designation was materially defective or if we
cannot ensure sufficient quantities of imetelstat to meet the needs of patients with MF or MDS. Failure to maintain orphan

designation status the-EU-at-the-time-of submitting-the-MAA-, or failure to agree to and complete the-any agreed upon
pediatric plan, would lead to the inability to obtain or the loss of such regulatory the-addittonal-two—year-cxclusivity pertod-.

Even if we maintain orphan drug exclusivity for imetelstat, the exclusivity may not effectively protect imetelstat from all
competition because different drugs with different active moieties can be approved for the same condition. Even after an orphan
drug product is approved, the FDA or EMA-the European Commission can subsequently approve a different drug with the
same active moiety for the same condition, if the FDA or EMA-the European Commission concludes that the later drug is
safer, more effective, or makes a major contribution to patient care. The occurrence of any of these events could result in
decreased sales of imetelstat, should it ever receive marketing approval, and may harm our business and business prospects. In
addition, orphan drug designation will neither shorten the development time nor regulatory review time for imetelstat, and it
does not give imetelstat any advantage in the regulatory review or approval process. A-Although imetelstat has received Fast
Track designation by the FDA —sueh—as—the—FaﬁJPfaeledesrgnaﬁens-feeeﬁfed—feH&wtelstaefor MDS and MF, this does not
guarantee marketing approval and may not lead to a faster development, regulatory review or approval process. In October
2017, the FDA granted Fast Track designation to imetelstat for the treatment of adult patients with transfusion- dependent low
red blood cell counts, or anemia, due to non- del (5q) lower = risk MDS and who are refractory or resistant to treatment with an
ESA. In September 2019, the FDA granted Fast Track designation to imetelstat for the treatment of adult patients with relapsed /
refractory MF. Fast Track designation provides opportunities for frequent interactions with FDA review staff, as well as
eligibility for priority review, if relevant criteria are met, and rolling review of the sponsor’ s NDA. Fast Track designation is
intended to facilitate and expedite development and review of an NDA to address unmet medical needs in the treatment of
serious or life- threatening conditions. However, Fast Track designation does not accelerate conduct of clinical trials or mean
that the regulatory requirements are less stringent, nor does it ensure that any imetelstat NDA will be approved or that any
approval will be granted within any particular timeframe. In addition, the FDA may withdraw Fast Track designation for any
indication if it belleves that the deqlgnatlon is no longer %upported by data emergmg from the imetelstat clinical development

achieve Contmued comphance W1th government regulatlon% could delay or halt potentlal Commer01allzat1on of 1metel€tat
Approved products and their manufacturers are subject to continual review, and discovery of previously unknown problems
with a product or its manufacturer may result in restrictions on the product or manufacturer, including import restrictions,
seizure and withdrawal of the product from the market. If approved for commercial sale, future sales of imetelstat will be subject



to government regulation related to numerous matters, including the processes of: * manufacturing;  advertising and promoting;
« selling and marketing; * medical information; ¢ labeling; and * distribution. If, and to the extent that, we are unable to comply
with these regulations, our ability to earn potential revenue from the commercialization of imetelstat, if any, would be materially
and adversely impacted. In addition, if imetelstat causes serious or unexpected side effects or is associated with other safety
risks after receiving marketing approval, a number of potential significant negative consequences could result, including, but not
limited to: « regulatory authorities may withdraw their approval of imetelstat; * we may be required to recall imetelstat, seek to
change the way it is administered, conduct additional clinical trials or change the labeling of the product; * regulatory authorities
may require revisions to the labeling of imetelstat, including limitations on approved uses or the addition of further warnings,
contraindications or other safety information, or may impose restrictions on distribution in the form of REMS in connection with
approval, if any; * we may experience manufacturing delays and supply disruptions if regulatory inspectors identify regulatory
noncompliance by third - party manufacturers requiring remediation; * imetelstat may be rendered less competitive and sales
may decrease; * our reputation may suffer generally both among clinicians and patients; * we may be exposed to potential
lawsuits and associated legal expenses, including costs of resolving claims; ¢ the FDA or similar international regulatory
authorities may refuse to approve pending applications or supplements to approved applications filed by us, or may suspend or
revoke license approvals; or « we may be required to change or stop ongoing clinical trials of imetelstat, which would negatively
impact the development of imetelstat for other potential indications. Any of these events could prevent us from achieving or
maintaining market acceptance for imetelstat or could substantially increase the costs and expenses of commercializing
imetelstat, which in turn could delay or prevent us from generating any revenues from the sale of the imetelstat. Moreover, the
FDA strictly regulates the promotional claims that may be made about drug products. In particular, a product may not be
promoted for uses that are not approved by the FDA as reflected in the product’ s approved labeling. The FDA and other
agencies actively enforce regulations prohibiting the promotion of any drug product for off- label uses. If we were found to have
improperly promoted off- label use of imetelstat, we would be subject to significant civil, criminal and administrative penalties,
which would inhibit our ability to commercialize imetelstat and generate revenue, require us to expend significant time and
resources in response, and generate negative publicity. Enforcement actions include, among others: ¢ adverse regulatory
inspection findings; ¢ fines, warning letters, or untitled letters; ¢ voluntary or mandatory product recalls or public notification or
medical product safety alerts to healthcare professionals; ¢ restrictions on, or prohibitions against, marketing imetelstat; ¢
restrictions on, or prohibitions against, importation or exportation of imetelstat; * suspension of review or refusal to approve
pending applications or supplements to approved applications; ¢ exclusion from participation in government- funded healthcare
programs; * exclusion from eligibility for the award of government contracts for imetelstat; ¢ suspension or withdrawal of
product approvals; ¢ product seizures; ¢ injunctions; and ¢ civil and criminal penalties and fines. The imposition of any of these
penalties or other commercial limitations , including equivalent penalties or commercial limitations imposed by foreign
regulatory authorities, would severely and adversely affect our financial results, business and business prospects, including the
potential commercialization of imetelstat, and the future of imetelstat, and might cause us to cease operations. We are seeking
-I-Hn—t-he—ﬁﬁttre—we—seeleregulatory approval to market imetelstat internationatty-in Europe, and as a result , we may
experience additional a-variety-ofrisks related to marketing outside of the U. S. that would materially adversely affect our
business. We are seeking H-in-the-fatare;we-seekregulatory approval ef-to market imetelstat in Europe eutside-ofthe-b-—S-—,
and may tfthe-neeessary-approvals-are-obtained;-we-witk-be subject to additional risks , including, if regulatory approval is
obtained from the European Commission, risks rclated to operating tn—eeuntﬂes—outsrde of the U. S., ineluding-such as :
European Commission and other foreign regulatory approvals, if any, may take longer and be more costly to obtain than
approvals in the U. S., due to differing regulatory requirements in foreign countries ;suehas-the-tack-of pathways-for
aeeelerated-drugapproval; * EMA and other regulatory authorities outside of the U. S. may disagree with the design,
implementation or results of our clinical trials or our interpretation of data from nonclinical studies or clinical trials; ¢ approval
policies or regulations of EMA or other regulatory authorities outside of the U. S. may srgnrﬁcantly Change in a manner
renderrng our clinical data 1nsufﬁcrent for potentral approval . y abih

'We may experrence unexpected changes m

tarrffs trade barrlers pr1ce and exchange controls and other regulatory requrrements —*—geﬂefal—eeeﬂemte—wea-leﬁess,—rﬂeh&d-mg

legal requlrements applrcable to privacy, data protection, 1nformat10n securrty and other matters; © risks of potential
noncompliance with tax, employment, immigration and labor laws for employees living or traveling abroad; ¢ increased taxes
outside of the U. S., including withholding ef-and payroll taxes; * significant foreign currency fluctuations, which could result in
increased operating expenses and reduced revenue, and other obligations incident to doing business in another country; ¢
difficulties staffing and managing operations outside of the U. S.; « complexities associated with managing multiple payor
reimbursement regimes and government payors in foreign countries; * workforce uncertainty in countries where labor unrest is
more common than in the U Sie potentlal llablhty under the Forergn Corrupt Practlces Act of 1977 or comparable regulatlons

outside of

a3 the U.S.;e productlon shortages
resultrng from any events affecting raw material supply or manufacturrng Capabrlrtres abroad; and ° busrness interruptions

resulting from geopolitical actions, including war and terrorism inetading-the-eonfhiet-betweenRussta-and-Ukraine-. These and

other rrsks associated with 1nternat10nal operat1ons may rnaterlally adversely affect our ability to attain or maintain proﬁtable




ﬂs-leef—fa-}stﬁed-med-terﬂes—Umeltamty in the reouldtOIy frdmework dnd future legls]atlon Could ledd to dlsruptlon in the
execution of international multi- center clinical trials, the monitoring of adverse events through pharmacovigilance programs,
the evaluation of the benefit- risk profiles of new medicinal products, and determination of marketing authorization across
different jurisdictions. Changes to existing regulations may add considerably to the time from clinical development {ead-time-to
marketing authorization and commercialization of products in the EU and increase our costs. We cannot predict the impact of

such changes and future reguldtlon on our busmess or the results 01‘ our opemtlons —We-may-be-subjeet-torequests-for-aceess-to

state and mternatlonal hedlthcare laws, 1mlud1ng fraud and abuse, transparency, and health meImatlon privacy and sewrlty
laws, we could face substantial penalties and our business, results of operations, financial condition and prospects could be
adversely affected. Our business operations and current and future arrangements with investigators, healthcare professionals,
consultants, third- party payors and customers, may expose us to broadly applicable fraud and abuse and other healthcare laws
and regulations, including federal and state fraud and abuse laws, including anti- kickback and false claims laws; data privacy
and security laws, including the Health Insurance Portability and Accountability Act, or HIPAA, as amended by the Health
Information Technology for Economic and Clinical Health Act, or HITECH; and transparency laws related to payments and / or
other transfers of value made to physicians, other healthcare professionals and teaching hospitals. These laws may constrain the
business or financial arrangements and relationships through which we conduct our operations, including how we research,
market, sell and distribute imetelstat, if marketing approval is obtained. For details regarding the restrictions under applicable
federal and state healthcare laws and regulations that may affect our ability to operate , see Item 1 “ Busmess — Government
Regulation — Fraud and Abuse, DataPrivaey-and-Seeurity;-and Transparency Laws and Regulations . ” ireur-Annual-Report
onrFornr1Ho-Kfor-the-year-ended-Deeember3+-2022-Federal and state enforcement bodies have increased their scrutiny of



interactions between healthcare companies and healthcare providers, which has led to a number of investigations, prosecutions,
convictions and settlements in the healthcare industry. If our operations are found to be in violation of any of these or any other
healthcare and privacy- related regulatory laws that may apply to us, we-may-our ability to operate our business and our
results of operations could be adversely affected by: * subjeetto-signifieant-penattiesrinetuding-the imposition of significant
civil, criminal and administrative penalties, damages, monetary fines, disgorgement ;-and imprisonment ;-3 ¢ possible exclusion
from partrclpatron in Medicare, Medicaid and other federal healthcare programs ;-3 ® reputational harm ;-3 ® diminished profits
and future earnings -5 ® additional reporting requirements and oversight if we become subject to a corporate integrity agreement
or srmllar agreement to resolve allegatrons of non- compllance with these laws 55 and ¢ curtailment of our eperations;any-of

W AELY y a y ah operations. Defending against any such actions
can be costly, time- consuming and may require srgmfrcant financial and personnel resources. Therefore, even if we are
successful in defending against any such actions that may be brought against us, our business may be impaired. Risks Related to
Manufacturing Imetelstat Failure by us to establish and / or maintain a manufacturing supply chain to appropriately and
adequately supply imetelstat for future clinical and commercial uses would result in a further delay in or cessation of clinical
trials and a delay in our ability to obtain regulatory approvals of imetelstat, and affect our ability to commercialize imetelstat,
and our business and business prospects could be severely harmed, and we could cease operations. The manufacture of
imetelstat must comply with applicable regulatory standards for current and potential future clinical trials and potential
commercial uses. The process of manufacturing imetelstat is complex and remains-subject to several risks, including: ¢ the
ability to scale- up and attain sufficient production yields with appropriate quality control and quality assurance to meet the
needs of our clinical trials and potential future market demand, and to establish commercial supply agreements; * reliance on
third- party manufacturers and suppliers, whose efforts we do not control;  supply chain issues, including the timely availability
and shelf life requirements of raw materials and other supplies, any of which may be 1mpacted by a number of factors, 1nclud1ng

the effects of macroeconomic or other global condltlons 3

W v aifre-an ta—; © shortage of quallfred personnel; and .
regulatory acceptance and compllance with regulatory requrrements which are less well- defined for oligonucleotide products
than for small molecule drugs and vary in each country where imetelstat might be sold or used. As a result of these and other
risks, we may be unable to establish and / or maintain a manufacturing infrastructure and supply chain capable of providing

imetelstat for BMerge-Phase3-our clinical trials , our expanded access program HpaetMEIMproveME-and-HMpress-, an

potentral future commercial uses, which would delay or result in a cessation of such current or potentral future clinical tr1als .

regulatory approvat

approvals and ommercralrzatlon Ffany-of imetelstat 5
Vvdﬂeh—wetrld-sevefely—and cause advefsel-y—&ffeet—euieﬁnancral fesu-l-ts—busmess—and reputational harm busrness—pfes-peets—aﬂd
mighteatse-usto-eease-operations-. [ third parties that manufacture imetelstat fail to perform as needed, therrthe clinical and
commercial supply of imetelstat will be limited, and we may be unable to conduct or complete current or potential future clinical
trials of imetelstat or to commercialize imetelstat in the future. Our imetelstat manufacturing supply chain relies, and will
continue to rely, solely upon third- party manufacturers to perform certain process development or other technical and scientific
work with respect to imetelstat, as well as to supply starting materials and manufacture drug substance and drug product. While
we have established arrangements with third parties for the manufacture of imetelstat, our manufacturing supply chain is highly
specialized, and as such we are reliant upon a small group of third- party manufacturers to supply starting materials, drug
substance and drug product. Failure by such third- party manufacturers to perform in a timely manner and in compliance with all
regulatory requirements, or at all, could further delay, perhaps substantially, or preclude our ability to pursue imetelstat
development on our own, increase our costs and otherwise negatively affect our financial results, business and business
prospects. In this regard, arecent FDA inspeetien-inspections of one of our third- party manufacturers identified certain
deficiencies in the manufacturer’ s processes and facilities which, while not directly related to the production of imetelstat, could
impact the manufacturer’ s ability to produce and deliver products, including imetelstat, if not remediated by the manufacturer,
and could lead to delays or shortages in drug supply, or the 1nab111ty to manufacture or sh1p drug supply necessary for non-
clinical and clinical activities ;-and commercialization —ta-a : :

mantfacturers-on-aeeeptable-terms;or-atal-. We expect to rely on thrrd party manufacturers to produce and dellver suffrcrent

quantities of imetelstat and other materials to support clinical trials and potential commercialization on a timely basis and to

comply with applicable regulatory requirements. We do not have direct control over these third- party personnel or operations.

Reliance on these third- party manufacturers is subject to numerous risks, including: « being-unabte-the inability to execute

tlmely eontract-contracts with suﬁab}e—thrrd party manufacturers and suppllers on acceptable terms , inetadingfor- or at all
P d ; . delays and drsruptrons

experrenced by thrrd party manufacturers that d4 i v
and-eoutd-eontinte-te-adversely impact the ability of such parties to fulfill thelr contractual obllgatrons tous; * capacrty
limitations and scheduling constraints experienced by third- party manufacturers due to schedulmg and other commrtments and
queued manufacturrng act1v1t1es in contracted facilities; ® : avaia antfa ;

eeﬁt—i-nue—t-h-rettgheu-t%@%—‘—requlrements by regulatory authorrtles to valldate and quallfy s1gmf1cant activities for any current or
replacement manufacturer, which could involve new testmg and compllance mspectrons . the 1nab111ty of fe—exeeute—&mel-y
eeﬁ&aets—wrt-h—thrrd party manufacturers arrd-sup



mislabeling by third- party manufacturers of clinical supplies, potentially resulting in the wrong dose amounts being supplied or
active drug or comparator not being properly identified; * decisions by third- party manufacturers to exit the contract
manufacturing business during the time required to supply clinical trials or to successfully produce, store and distribute
imetelstat to meet commercial needs; * compliance by third- party manufacturers with GMP standards mandated by the FDA
and state agencies and other government regulations , including foreign governing regulations, corresponding to similar
international regulatory authorities, including any deficiencies identified during regulatory inspections, such as those identified
in a recent FDA inspection of one of our third- party manufacturers;  breach or termination of manufacturing or supply
contracts; ¢ inadequate storage or maintenance at contracted facilities resulting in theft or spoilage; and * natural disasters that
affect contracted facilities. Each of these risks could lead to delays or shortages in drug supply, or the inability to manufacture or

ship drug supply necessary for non- clinical and clmlcal aemmes dnd commewldllzatlon —Forexample,manufacturing-delays

sales-, Wthh Could severely and adversely affect our financial results, busmess and business prospects and the future of
imetelstat and cause reputational harm . In addition, third- party manufacturers and / or any other manufacturers may need to
make substantial investments to enable sufficient capacity increases and cost reductions, and to implement those regulatory and
compliance standards necessary for successful Phase 3 clinical trials and commercial production of imetelstat. These third- party
manufacturers may not be willing or able to achieve such capacity increases, cost reductions, or regulatory and compliance
standards, and even if they do, such achievements may not be at commercially reasonable costs. Changing manufacturers may
be prolonged and difficult due to inherent technical complexities and because the number of potential manufacturers is limited.
[t may be difficult or impossible for us to find a replacement manufacturer on acceptable terms, or at all. Risks Related #-may
notbe-possible-to manufacture-imetelstatat-eosts-Our Financial Position and Need or-For sealesneeessary-Additional
Financing Our failure to eenduet-elinteattrials-obtain additional capltal would force us to further delay, reduce or
eliminate development and potential future commercialization 4

pmdueed—usmg—eemp%e*eheﬁns&y—&ﬂd—&re—eest—of m&ﬂufaef&mxg—afrehgeﬂue}eeﬁde—}ﬂee—lmetelstdt 1s—gre&ter—t-1=r&n—t-1=re—ees{—ef

i t g any of —fer—us—whlch w ould ma-teﬂ&H—y—severely an
adversely affect our fmdncml results, business and b usiness prospects and mlght cause us t-he—ftttufe—ef—rmefe}st&t—R—I—S{éS
a

eontinte-t0 negatively-impaetour-business-cease peratlons. Successful drug development dnd commercnahzatlon requires
i i significant namber-amounts of capital. As of December 31, 2023, we had
approx1mately $ 378 1 million i in cash cash equ1valents, restricted cash and current and noncurrent marketable securmes




te-we bclme tmlwe—h&'v‘e-su-fﬁetent—dﬂtg

S‘tl'pp'l'y—fGi“Olll‘ existing cash cash equlvalents, and current and noncurrent marketable securities, together with projected

revenues from U. S. sales of imetelstat, if approved, potential proceeds from eommeretatization-aetivities-neeessary-te
peteﬁ&&H—yLbfrng—ﬂﬁetelst&He—marke&m%ewefﬂsleleSﬂlhc exerc1se U—S—as—weH—as—fer—el-rnwal—use—rrrMerge—P—h&se%—

eur&bﬂﬁy%e—ebt&n%s&fﬁereﬁ&matermls—feﬁhe—manufaeture—ol 0utstand1ng warrants, fmetelst&t—fer—eueeurreﬁt—dnd potumal
future elinteat-trials—Sueh-disruptions-eonld-adverselyaffeetdrawdowns under the Loan Agreement, will be sufficient to

fund our pr0_|ected operatlng requlrements into the third quarter of 2025 Our db1111v to generate revenues eeﬁéuet

Hig hom sales of 1metelstat t-he—G@Sle-D-—l-S‘-paﬂdeﬂﬂe—ln the

fegieﬂ—eeuld—d-rsrupt—U S if regulatory approval is granted depends on us being able to establish sales and marketing
capabllltles and galn acceptance in the marketplace, whlch we may be unable to do ina tlmely manner ett—- or at all




malnlng oulslandmo warrants will be exercised for Ld%h or the timing e-f—or d\dlldbllllv of additional funds
ement, if at all. Our ability to drawdown any remaining tranches under traddition-the-globat
e es b - the things;the-COVID-—19-pandemie-Loan Agreement is subject to our
achlevement of certam regulatory mllestones and satlsfactlon of certain capltallzatlon requirements the-military-eonthet
ospeetsforreeession , as well as feeeﬁt—approval by and-—-

to what CXILHI ll
under lhe Loan

O

3>

MDS and uneerta-m&es—deserrbed—e&sewhere—commerclallzed by us in the U.S.in that mdlcatlon and we are able to
drawdown the remalmng tranches LlndCI 1hc Loan Agreement in full we w1ll stlll requlre substantlal heading—~Risk
at-additional funding
e&pﬁa—l—weu-}d—fefee—us—to further e}e}ay—advance the 1metelstat program fed-uee—lncludmg through the completion of or-our
ongomg cllnlcal trlals el-rmmate—éeve}epﬁﬁrt—e-ﬂuﬁete}st&t—r&eurrent—dnd any polcnlldl future clinical trials efimetelstatand

estabhs%rsa%es—&nd—market—mg—eqaabﬁt&es—ﬁdﬁeh— e may bu undb e to ée—m—a—t-rme}y—manﬁerpursue further development or

potential commercialization of imetelstat, which would severely harm or-our at-at-business and we might cease
operations . Because the outcome of any clinical activities and / or regulatory approval process is highly uncertain, we cannot
reasonably estimate whether any development activities we may undertake will succeed ; whether we will obtain regulatory



approval for imetelstat in any indication we pursue, including in lower- risk MDS; or, if approved . whether we will be
able to effectively commercialize imetelstat, and-we-if at all. We may never recoup our investment in any imetelstat
development ;which would adversely affect our financial condition and our business and business prospects, and might cause us
to cease operations. In addition, our plans and timing expectations could be further delayed or interrupted by the effects of

macroeconomic or other global conditions, 1nclud1ng those resultlng from 1nﬂat10n saeh—as—rﬁG@leI-B-—l-%p&ﬂdeﬂﬂe
eonditions-worsetr, rlsmg 1nterest rates ereatig

prospects ot b of a recession,feeeﬂt—aﬁd—peteﬂﬁa-l—futufe
bank failures and other dlsruptlons to ﬁnanclal systems eieeeu-}d—be—d-ts&rpted—by—cn il or polmcal unrest ot m111ta1y
conflicts areund-, pandemics or the-other health crises w v
supply chain and resource issues . Further, our future capital requlrements are difficult to fmecast and Wlll depend on many
factors, including: * the accuracy of the assumptions underlying our estimates for our capital needs; * the scope, progress,
timing, magnitude and costs of non- clinical and clinical development, manufacturing and potential commercialization of
imetelstat, including the number of indications being pursued, subject to clearances and approvals by the FDA and similar

international regulatory authorities;  the-seepe-delays or disruptions in opening sites , screening progress;-duratton; results

and eests-ef-enrolling patients or treating and following patients, in our current or ehnteat-trials;ineluding HvergePhase3;
I-Pv{-paet}v{-F,—}hv{-prevekéF—aﬁd—Mpress—&ﬂd—dny potentlal future clinical trlals of 11netelstdt—as—wel-l—&s—neﬁ—ehﬁtea-l-stud-tes-aﬂd

other reguldtory actions related to 1metelstat 1nclud1ng w1th respect 3
a-nd—&ppfeva-ls—to our NDA eentmueeﬂal—deve}epﬁren%ef—rrﬁete}st&t—na—euﬁent—and EMA subm1ss1ons for peteﬂ&a-l—futttre

W attorrof-imetelstat in lower- risk MDS the-U-—S—and-nrother
eeﬂ-ntries—' . the costs of preparing, flllng and prosecutms_ patent applications and maintaining, enforcing and defending
intellectual property- related claims; * the costs of manufacturing , developing, commerclallzmg and marketing imetelstat,
including with respect to third- party vendors and service prov1ders and our ab1hty to achleve any memmgtul reductlon n
manufacturing ; y v y

price for 1metelstat if any; ° the av. alldblhty of coveras_e and adequate thlrd party re1mbu1sement for 1metelstat if dny . the
extent to which we acquire or in- license other drugs and technologies, or to-whteh-we-ott—teense-imetelstat;the-extentto
swwhteh-we-aequtre-or-invest in businesses, products or technologies, although we currently have no commitments or agreements
relating to any of these types of transactions , or to which we out- license imetelstat ; < the extent to which we are able to enter
into and conduct successful strategic partnershlps collaborations and alliances or licensing arrangements with third parties ,
mcludms_ for the commelcmllzatlon and marketlng of imetelstat in certain 510bdl reglons +out-ability-to-establish-and

as-any-otherpotential-itigation—; * the extent and scope of our general and administrative expenses, including expenses
associated with potential future litigation; ¢ our level of indebtedness and associated debt service obligations; ¢ the costs of

maintaining and operating facilities in California and New Jersey, teleeommunteations-and-admintstrative-overstght,-as well as
hlgher expenses for travel; » bfeadefeeeﬁem—te-macroeconomlc or 0ther global conditions —mel-udtﬂg—rrrﬂ&t-teﬁ,—ﬂsmg—mterest

due—te—b&n-lefa-rl-&re—that may reduce our ablhty to access debt capltdl or fmancm;a on prefelable telms Wthh may ad\ ersely
affect future capital requirements and forecasts; and ¢ the costs of enabling our personnel to work remotely, including providing

supplies, equlpment and technology necessary for them to peItorm the1r respons1b111t1es —&ﬂd—‘—t-he—&meﬂﬁt—e-ﬁpfeeeeds—rﬁaﬂ-y;

finance our cash requirements, which we may never achleve we expect to hmnce future cash needs through a combmatlon of
public or private equity offerings, debt financings, collaborations, strategic alliances, licensing arrangements and other
marketing and distribution arrangements, which may not be possible. Availability of such financing sources may be negatively

impacted by any further delays in repertingresultsfromHMpaetiME-or-our clinical trials investors>pereeptionoftop—tine

resultsfromMergePhase3-, despite-regulatory developments, ot or the tnterpret&&en—e-ﬁsaeh—d&ta—betﬂg—pes&we—as—weﬁ
as—faetefs—saeh—as—t-he—other rlsks descrlbed Sqyele wdov

te—ba-lﬁefa—rl-ure— Addltlondl hmncmo through pubhc or private debt or equity financings, mcludms_ pursuqnt to the %9%9—2023
Sales Agreement with B. Riley Securities, Inc., or B. Riley, the remaining tranches of up to $ 5545 . 0 million available under
the Loan Agreement, which are subject to the achievement of certain clinical and regulatory milestones and satisfaction of



certain capitalization and other requirements, as well as approval by an investment committee comprised of Hercules and SVB
forits-sueeessorHany)-for the final § 25. 0 million tranche; capltal lease transactions or other financing sources, may not be
available on acceptable terms, or at all. We may be unable to raise equity capital, or may be forced to do so at a stock price or on
other terms that could result in substantial dilution of ownership for our stockholders. The receptivity of the public and private
debt and equity markets to proposed financings has been substantially affected by uncertainty in the general economic, market

and political climate due to the effects of macroeconomic or other global conditions tike-the-COVID-—9-pandemie,etvit-or
pehﬁe&l—tuﬁest—e%ﬂﬁhtﬁy—eeﬁﬂtefs—afeund-theﬂ@ﬁd- such as the-military-eonfliet-betweenUkraine-and-Russta;-inflation, rising
interest rates, prospects of a recession, erreeent-government shutdowns, bank failures and other petential-futare-disruptions
traeeess-to bank-depesits-financial systems, civil or }eudmg—eemmﬁments—due—te—baﬁiefaﬂufe-pohtlcal unrest, military
conflicts, pandemics or other health crises and supply chain and resource issues , and may in the future be affected by other
factors which are unpredictable and over which we have no control. These Tn-thisregard-the-cffects efthe-COVD—9
pandemie-have increased market volatility and could result in a significant long- term disruption of global financial markets,
which could reduce or eliminate our ability to raise additional funds through financings, and could negatively impact the terms
upon which we may raise those funds. Similarly, these macroeconomic conditions have created extreme volatility and
disruption in the capital markets and is expected to have further global economic consequences. If the equity and credit markets

deteriorate, including as a result of macroeconomic or other gloebal conditions ttke-the-COVAD-—9-pandemie;etvil-orpolitieal
tuﬁest—eieﬂﬂ-l-rtﬁfy—eeﬁﬂtefs—afeund-the—weﬁd- such as the-military-eonfhietbetweenUkraine-and-Russta;-inflation, rising interest
rates, prospects of a reeesstons— recession erreeent, government shutdowns, bank failures and other petential-future
disruptions traeeess-to bank-depesits-financial systems, civil or lending-eommitments-due-to-bankfatture-political unrest,
military conflicts, pandemics or other health crises and supply chain and resource issues , it may make any necessary debt
or equity financing more difficult to obtain in a timely manner or on favorable terms, more costly or more dilutive. If we are
unable to raise additional capital or establish alternative collaborative arrangements with third- party collaborative partners for
imetelstat, the development and potential commercialization of imetelstat may be further delayed, altered or abandoned, which
might cause us to cease operations. In addition, we may seek additional capital due to market conditions or strategic
considerations even if we believe we have sufficient funds for our current or future operating plans. Due to uncertainty in the
general economic, market and political climate, we may determine that it is necessary or appropriate to raise additional funds
proactively to meet longer- term anticipated operating plans. To the extent that we raise additional capital through the sale of
equity or convertible debt securities, including pursuant to the 26268-2023 Sales Agreement, your ownership interest as a
stockholder may be diluted, and the terms may include liquidation or other preferences that materially and adversely affect your
rights as a stockholder. In addition, we have borrowed, and in the future may borrow, additional capital from institutional and
commercial banking sources to fund imetelstat development and our future growth, including pursuant to our Loan Agreement
or potentially pursuant to new arrangements with different lenders. We may borrow funds on terms under agreements, such as
the Loan Agreement, that include restrictive covenants, including covenants limiting or restricting our ability to take specific
actions, such as incurring additional debt, making capital expenditures or declaring dividends. Moreover, if we raise additional
funds through alliance, collaborative or licensing arrangements with third parties, we may have to relinquish valuable rights to
1metel§tat or our technologre% or grant licenses on terms that are not favorable to us. We cannot assure you that our existing

g Ofy future interest
income, future pfeeeeds-revenues from sales peteﬂ&a-l—eas-h—exefeises—of euﬁeﬂt-}yheutstaﬂdmg—uﬁrraﬂts—&nd-lmetelstat if
approved, potential future sales of our common stock, including under the 2626-2023 Sales Agreement , and with-B—Riley-or
potentral future drawdowns if avarlable of the remarnrng tranches up—te—$é§—9—m-1-l-heﬂ—under the Loan Agreement €wh1eh—&fe

SVB 1f other banks and ﬁnancral institutions enter recerverthp, become 1nsolvent or otherwise farl in the future in response to
financial conditions affecting the banking system and financial markets or otherwise, our ability to access our extstirg-cash, cash
equivalents and marketable securities may be delayed or precluded, which could have a material adverse effect on our business,
business prospects and financial position. We currently have no source of product revenue and may never become profitable.
Although in the past we have received license and other payments under former license and collaboration agreements, we do not
currently have any material revenue- generating license or collaboration agreements, have no products approved for
commercialization and have never generated any revenue from product sales. In addition, we are incurring and have incurred
operating losses every year since our operations began in 1990, except for one. As of December 31, 26222023 , our
accumulated deficit was approximately $ 1. 4-6 billion. Losses have resulted principally from costs incurred in connection with
our research and development activities and from general and administrative costs associated with our operations. Substantially
all of our revenues to date have been payments under collaboration agreements and milestones, royalties and other revenues
from our licensing arrangements. Our license agreements related to our human telomerase reverse transcriptase, or h'TERT ,



technology have expired or been terminated due to expiration of the underlying hTERT patents, and will not generate any further
revenues. We have no ongoing collaborations related to imetelstat and have no current plans to enter into any corporate
collaboration, partnership or license agreements that result in revenues, although we may seek a collaborative partner or
partners, at an appropriate time, to assist us in the potential development and commercialization of imetelstat, especially outside
the U. S., and to provide funding for such activities. We also expect to experience increased negative cash flow for the
foreseeable future as we fund our operations and imetelstat clinical development activities and research programs continue, and
we prepale for potentlal commercialization of imetelstat. Thls will result in decreasei in our Workmg capital, total assets and

- W &y a A al-by s~ We will need to
generate ugnlhe’lnt revenues to achieve consistent future prohtablhty We may never achieve consutent future profitability.
Even if we do become profitable in the future, we may not be able to sustain or increase profitability on a quarterly or annual
bzms Our f"ulure to achleve consistent future prOflt'lblllty could negatlvely 1mpact the market prlce of our common stock and

pefm&neﬂ&y—mefease—s’f&te—taxes—ewed—Rmks Related to our Indebtedness Our level of 1ndebtedness and debt service obhgatlons

could adversely affect our financial condition ;-and may make it more difficult for us to fund our operations. As of December
31,2022-2023 , the total outstanding principal amount under the Loan Agreement was $ $6-80 . 0 million. The tranches for the
remaining $ $5-45 . 0 million available to us under the Loan Agreement are as follows: (a) the first remaining tranche of $ +6-20
. 0 million is available -freﬂa—}&ﬂuaﬂ—l—’é@%}—untll Deeember 15, %92—3—2024 subject to the achlevement ofa cert’une-l-rﬂtea-l-aﬁé
regulatory ﬂa-r}es’feﬂes— mllestone a att S -

s
c

feg-u-}a-teﬁ—m-i-}es’feﬂes— and satlshctlon of certain capitalization requnements and ( e—b ) the final-second remaining tranche of $
25. 0 million is available through December 31, 2024, subject to approval by an investment committee comprised of Hercules
and SVB ferits-steeessersifany)- Without the achievement of the required ehnteal-and-regulatory milestenes-- milestone and
satisfaction of certain capitalization and other requirements, we will not be eligible to draw funds under the first hree-remaining
tranehes— tranche If we do not receive investment commlttee apploval we will not be eligible to draw funds under the -f-“rﬂa-}

In addition, before we Would conuder drawing down any of the remaining tranehei unde1 the Loan Agreement if available, we
must first satisfy ourselves that we will have access to future alternate sources of capital, such as from commercial revenues or
the equity capital markets or debt capital markets, in order to repay any additional principal borrowed, which we may be unable
to do, in which case, our llqu1d1ty and db1hty to fund our operatlons may be subitantlally 1mpa1red —As—a—fesu-l-t—eﬂf

obhgatlons unde1 the Loan Agreement are secured by substantially all of our existing-property-and-assets, excludmo intellectual
property, which is subject to a negative pledge . Further, the terms of the Loan Agreement place restrictions on our
operating and financial flexibility, and limit or prohibit our ability to dispose of certain assets, change our line of
business, and engage in other significant transactions . This indebtedness may create additional financing risk for us,
particularly if our business or prevailing financial market conditions are not conducive to paying off or refinancing the
outstanding debt obligations at maturity. If we are able to draw down any of the remaining tranches under the Loan Agreement,
our indebtedness will increase, which would further increase our risk of being unable to pay off or refinance our outstanding
debt obligations at maturity. Our indebtedness could also have important negative consequences, including: * we will need to
repay the indebtedness by making payments of interest and principal, which will reduce the amount of cash available to finance



our operations, our research and development efforts and other general corporate activities; and ¢ our failure to comply with the
obligations of our affirmative and restrictive covenants in the Loan Agreement could result in an event of default that, if not
cured or waived, would accelerate our obhgatron to repay this indebtedness, and Hercules and SVB {er-its-sueeesserif-any)
could seek to enforce tts-their security interest in the assets securing such indebtedness . In addition, we may borrow
additional capital in the future to fund imetelstat development and our future growth, including pursuant to the Loan
Agreement or potentially pursuant to new arrangements with different lenders . To the extent additional debt is added to
our current debt levels, the risks described above could increase. The terms of the Loan Agreement place restrictions on our
operating and financial flexibility. The Loan Agreement imposes operating and other restrictions on us. Such restrictions will
affect, and in many respects limit or prohibit, our ability and the ability of any future subsidiaries to, among other things: ®
dispose of certain assets; * change our line of business; ¢ engage in mergers, acquisitions or consolidations; ¢ incur additional
indebtedness; * create liens on assets; * pay dividends and make contributions or repurchase our capital stock; and ¢ engage in
certain transactions with affiliates. The Loan Agreement —as—reeeﬁt-ly—ameﬂded—m—}uﬂe%@%%—also contains fmancral covenants =

BeginningJane+, mcludmg that
required-to-maintain a minimum cash balance -8

y : ptia ; approva ; . The breach of any of these restrictive covenants or
any other terms of the Loan Agreement would accelerate our obligation to repay our indebtedness under the Loan Agreement,
which could have a material adverse effect on our business, business prospects and financial position. We may not have cash
available in an amount sufficient to enable us to make interest or principal payments on our indebtedness when due. Our ability
to make scheduled payments on or to refinance our indebtedness depends on our future performance and ability to raise
additional sources of cash, which is subject to economic, financial, competitive and other factors beyond our control. If we are
unable to generate sufficient cash to service our debt, we may be required to adopt one or more alternatives, such as selling
assets, restructuring our debt or obtaining additional equity capital on terms that may be onerous or highly dilutive. If we desire
to refinance our indebtedness, our ability to do so will depend on the state of the capital and lending markets and our financial
condition at such time. We may not be able to engage in any of these activities or engage in these activities on desirable terms,
which could result in a default on our debt obligations. Failure to satisfy our current and future debt obligations under the Loan
Agreement or to comply w1th certain covenants in the Loan Agreement could result in an event ef-defantt—tnraddittonthe
v vents-of default, the occurrence and
continuance of which provrde Hercules and SVB (er—tts—sueeesser—r-f—aﬁy—)—wrth the right to demand immediate repayment of all
outstanding obllgatlons prinetpat-and-anpatd-nterestunder the Loan Agreement, and to exercise remedies against us and the
collateral securing the Loan Agreement. These events of default include, among other things: ¢ insolvency, liquidation,
bankruptcy or similar events; ¢ failure to observe any covenant or secured obligation under the Loan Agreement, which failure,
in most cases, is not cured within 15 days; ¢ occurrence of an event that could reasonably be expected to have a material adverse
effect on our business, operations, properties, assets or financial condition; * material misrepresentations; * occurrence of any
default under any other agreement involving indebtedness in excess of specified amounts, or the occurrence of a default under
any agreement that could reasonably be expected to have a material adverse effect on us; and ¢ certain money judgments being
entered against us or any portion of our assets are attached or seized. In the event of default, Hercules and SVB (eritssteeesser;
#f-any)could accelerate all of the amounts due under the Loan Agreement. Under such circumstances, we may not have enough
available cash or be able to raise additional funds through equity or debt financings to repay such indebtedness at the time of
such acceleration. In that case, we may be required to delay, limit, reduce or terminate imetelstat development or potential
commercialization efforts or grant to others rlghts to develop and market imetelstat. Hercules and SVB fer-its-sueeessor;ifany)
could also exercise their rights to take possession and dispose of the collateral securing the Loan Agreement, which collateral
includes substantially all of our property other than intellectual property. Our business, financial condition and results of
operations could be materially adversely affected as a result of any of these events. Risks Related to Protecting Our Intellectual
Property If we are unable to obtain and maintain sufficient intellectual property protectron for nnetelstat fer— both in the U. S.
an-and in adequate-amount-oftime;-orif-the-other countries 0 P P
broad-, our competitors could develop and commercialize products similar or 1dentrca1 to 1metelstat and our ab111ty to
successfully commercialize imetelstat may be adversely affected. Protection of our proprietary technology is critically important
to our business. Our success and the success of our planned future development and commercialization of imetelstat will depend
on our ability to protect our technologies and imetelstat through patents and other intellectual property rights. Our success will
depend in part on our ability to obtain, maintain, enforce, and extend our patents and maintain trade secrets, both in the U. S. and
in other countries. The issuance of a patent is not conclusive as to its inventorship, scope, validity or enforceability, and our
patents may be challenged in the courts or patent offices in the U. S. and in other countries. Such challenges may result in loss
of exclusivity or in patent claims being narrowed, invalidated, or held unenforceable, which could limit our ability to stop others
from using or commercializing imetelstat or our technology and / or limit the duration of the patent protection for imetelstat and
our technology. In the event that we are unsuccessful in obtaining, maintaining, enforcing and extending our patents and other
intellectual property rights or having our licensors maintain the intellectual property rights we have licensed, the value of
imetelstat and / or our technologies will be adversely affected, and we may not be able to further develop or potentially




commercialize imetelstat. While we have method- of- use patents that protect the use of imetelstat for the treatment of certain
diseases, this type of patent does not prevent a generic competitor from making and marketing a product that is identical to
imetelstat for an indication that is outside the scope of our approved use after our composition = of - matter patents or their patent
term extensions have expired. Moreover, even if competitors do not actively promote their product for our approved indications,
physicians may prescribe or use these generic products “ off- label, ” which would result in decreased sales for us. Loss or
impairment of our intellectual property rights related to imetelstat might further delay or halt ongoing or potential future clinical
trials of imetelstat and any applications for regulatory approval, and therefere-might further delay or preclude any future
development or commercialization of imetelstat by us. Furthermore, if imetelstat is approved for commercial sale, such loss of
intellectual property rights could impair our ability to exclude others from commercializing products similar or identical to
imetelstat and therefore result in decreased sales for us. Occurrence of any of these events would materially and adversely affect
our financial results, business and business prospects ;-and the future of imetelstat, and might cause us to cease operations.
Obtaining and maintaining our patent rights depends on compliance with various procedural, document submission, fee payment
and other requirements imposed by governmental patent agencies, and our patent protection could be reduced or eliminated for
noncomphance with these requrrements The U. S. Patent and Trademark Office, or the Patent Office, and various governmental
patent agencres in other Countrres requrre Cornphance Wrth a number of procedural, documentary, fee payment and-other-simtar
; ; AP ; , perrodrc marntenance fees, renewal fees, annurty fees and various

nd-fat s ealize-aid d A1 for example,
maintenance fees, renewal fees, aﬂ—and tnadveﬁeﬁt—annulty fees could result in abandonment or lapse e&n—be—eufed—by

-rffeveeab-]-y—k-)st— In such an event, potentral competrtors mrght be able to enter the market with imetelstat or srmllar products
and this circumstance could harm our financial condition, business and business prospects and the future of imetelstat. In
addition, if we are responsible for patent prosecution and maintenance of patent rights in- licensed to us or jointly owned with
us, any of the foregoing could expose us to liability to the applicable patent owner or patent co- owner. Patent terms may be
inadequate to protect our competitive position on imetelstat for an adequate amount of time. Patents have a limited lifespan. In
the U. S., the natural expiration of a patent is generally 20 years after its first effective nonprovisional filing date. Given the
amount of trrne requrred for the development, testing and regulatory review of imetelstat, patents protectrng imetelstat fe—g5

e}-might expire before imetelstat is
commercrahzed Asa result our 1ntellectua1 property may not provrde us with sufficient rrghts to exclude others from
commercializing products similar or identical to imetelstat. In the U. S., the Hatch- Waxman Act permits one patent per
approved product to receive a patent term extension of up to five years beyond its normal expiration. The length of the patent
term extension is typically calculated as one half of the clinical trial period plus the entire period of time during the review of
the NDA by the FDA, minus any time of delay by us during these periods. There is also a limit on the patent term extension to a
term that is no greater than fourteen years from drug approval. Only One-ofeturowned-- one orteensed-U. S. patents— patent
may be eligible for patent term extension under the Hatch- Waxman Act . We plan to apply to the Patent Office for patent
term extension of one or more patent (s). Once the Patent Office and the FDA determine the extension period for each
proposed eligible patent, we will select the one patent to be extended. Currently, communication of patent term extension
approval and the length of the granted extension period by the Patent Office may occur up to five years from filing of an
application for patent term extension. Accordingly, we will decide on the specific patent to be extended only after such
communication from the Patent Office . Similar extensions are also available in certain countries and territories outside the U.
S., such as in Japan, and in Europe as Supplementary Protection Certificates, or SPCs. If we select and are granted a patent term
extension on a recently filed and issued patent, we may not receive the full benefit of a possible patent term extension, if at all.
We might also not be granted a patent term extension at all, because of, for example, failure to apply within the applicable
period, failure to apply prior to the expiration of relevant patents or otherwise failure to satisfy any of the numerous applicable
requirements. Moreover, the applicable authorities, including the FDA and the Patent Office in the U. S., and any equivalent
regulatory authorities in other countries, may not agree with our assessment of whether such extensions are available, may
refuse to grant extensions to our patents, or may grant more limited extensions than we request. If we fail to apply for applicable
patent term extensions or adjustments, we will have a more limited time during which we can enforce our granted patent rights.
Should we seek a patent term extension, we may not be granted any such patent term extension and / or the applicable time
period of such patent term extension could be less than five years. Moreover, in some countries, including the U. S., the scope of
protection for claims under such patent term extensions, if any, does not extend to the full scope of the claims but is limited to
the product composition as approved and, for a method of treatment patent, is limited to the approved indication. Thus, for
example, if we do not receive a patent term extension for our U. S. composition - of = matter patent for imetelstat, as approved
by the regulatory authorities, our U. S. composition = of = matter patent will expire in December 2025. If we do not have
sufficient patent life to protect imetelstat, our financial results, business and business prospects, and the future of imetelstat




would be materially and adversely affected, which might cause us to cease operations . In Europe and other countries, our
composition of matter patent coverage expires in September 2024, and our method of treatment patent rights for MDS
and MF expire in November 2033. Our method of treatment patents may be eligible for patent term extension under a
Supplementary Protection Certificate, or SPC, permitted under European Council (EC) Regulation No. 469 /2009, or
the European SPC Regulation, upon receipt of drug product approval, such as, for example, our method of treatment
patent for MDS. Since we do not expect to receive marketing approval and submit a request for an SPC before
September 2024, our European composition of matter patent will expire in countries of the European Economic Area, or
EEA, and we must rely on regulatory exclusivity and our method of treatment patents . I regulatory approval of imetelstat
occurs after a patent has expired in a country that does not allow interim patent term extensions, as is the case in many countries
and territories including Europe, we will be unable to obtain any patent term extenslon of that explred patent and the duration of
our patent rlght% may be hnnted If we do not reeetv g ; ;

imetelstat, our financial results, business and business pro%pect% and the future of nnetelstat Would be materlally and adversely
affected, which might cause us to cease operations. Also, there are regulations for the listing of patents in the Approved Drug
Products with Therapeutic Equivalence Evaluations, or the Orange Book. If we submit a patent for listing in the Orange Book,
the FDA may decline to list the patent, or a manufacturer of generic drugs may challenge the listing. If imetelstat is approved
for commerecial sale and an appropriate patent covering imetelstat is not listed in the Orange Book or is subsequently removed
from the Orange Book, a manufacturer of generic drugs would not be required to provide advance notice to us of any
abbreviated NDA filed with the FDA to obtain permission to sell a generic version of imetelstat. Any of the foregoing could
harm our competitive position, business, financial condition, results of operations and prospects. Changes in U. S. or
international patent law or interpretations of such patent laws could diminish the value of our patents in general, thereby
impairing our ability to protect our technologies and imetelstat. The patent positions of pharmaceutical and biopharmaceutical
companies, including ours, are highly uncertain and involve complex legal and technical questions. In particular, legal principles
for biotechnology and pharmaceutical patents in the U. S. and in other countries are evolving, and the extent to which we will
be able to obtain patent coverage to protect our technologies and imetelstat, or enforce or defend issued patents, is uncertain. The
U. S. has enacted and implemented wide- ranging patent reform legislation, including the Leahy- Smith America Invents Act, or
the AIA, signed into law on September 16, 2011. The U. S. Supreme Court has ruled on several patent cases in recent years,
either narrowing the scope of patent protection available in certain circumstances or weakening the rights of patent owners in
certain situations. Depending on actions by Congress, the federal courts, and the Patent Office, the laws and regulations
governing patents could change in unpredictable ways that would weaken our ability to obtain new patents or to enforce our
existing patents or patents that we might obtain in the future. Similarly, changes in patent law and regulations in other countries
or jurisdictions or changes in the governmental bodies that enforce them or changes in how the relevant governmental authority
enforces patent laws or regulations may weaken our ability to obtain new patents or to enforce our existing patents or patents
that we may obtain in the future. Occurrence of these events and / or significant impairment of our imetelstat patent rights would
severely and adversely affect our financial results, business and business prospects, and the future of imetelstat, which might
cause us to cease operations. As a result of the AIA, in March 2013, the U. S. transitioned to a first- inventor- to- file system
under which, assuming the other requirements for patentability are met, the first inventor to file a patent application is entitled to
the patent. However, since the publication of discoveries in scientific or patent literature tends to lag behind actual discoveries
by at least several months and sometimes several years, we are not able to be certain upon filing a patent application that the
persons or entities that we name as inventors or applicants in our patent applications were the first to invent the inventions
disclosed therein, or the first to file patent applications for these inventions. Thus, our ability to protect our patentable
intellectual property depends, in part, on our ability to be the first to file patent applications with respect to our inventions, or
inventions that were developed by our former collaboration partner and assigned to us, for the future development,
commercialization and manufacture of imetelstat. As a result, if we are not the first —inventor- to- file, we may not be able to
obtain patents for discoveries that we otherwise would consider patentable and that we consider to be significant to the future
success of imetelstat. Delay in the filing of a patent application for any purpose, including further development or refinement of

an invention, may result in the risk of loss of patent rlghtq FeHemg—fhefesu%Fe-Pafefe&ﬁémﬂ—m%@%éﬁhe—U—HefFﬂae—E—U

Package or EU Patent Package, was approved and mcluded regulations wefe—passed—vvlth the goal of prov1d1ng for a single
pan- European Unitary Patent, and a new European Unified Patent Court, or UPC, for litigation of European patents. The EU
Patent Package was ratified in February 2023 and currently covers +7certain EU states. ©1-As of June 1, 2023, all European
patents, including those issued prior to ratification, sw-by default automatically fall under the jurisdiction of the UPC and allow
for the possibility of obtaining pan- European injunctions and alse-be at risk of central revocation at the UPC in participating
UPC states. Under the EU Patent Package, patent holders are permitted to ““ opt out ” of the UPC on a patent- by- patent basis
during an initial seven year transitional period after June 1, 2023 the-EJ-PatentPaekageis-ratifted- Owners of European
patent applications who receive notice of grant after the EU Patent Package is-ratifted-came into effect could, for the UPC
contracting states, either obtain a Unitary Patent or validate the patent nationally and file an opt- out demand. The EU Patent



ackage may increase uncertainties and costs surroundi orcement or defense of our issued European patents a
Package may increase the uncertainties and costs surrounding the enforcement or defense of our issued European patents and
pcndinsz applicalions‘ Thc l'ull nnpau on lutuu Eumpmn pdlull filing strategy and the cn[oucmun or defense 0[ our issued

y G g g Fllmg prosecuting, mdmldmmg, dcicndmg and
enforcing patents for imctclstal and our lcchnol(wus in all (,OLlllll’lLS 11110ughoul the world would be prohibitively expensive, and
our intellectual property rights in some countries outside the U. S. are less extensive than those in the U. S. The requirements for
patentability may differ in certain countries, particularly in developing countries; thus, even in countries where we do pursue
patent protection, there can be no assurance that any patmls will 1 Issue w nh dauns that cover nnuulsldl and our technologies.

fPhefe-e&n—We may not be able to

G v et-protect our intellectual plopulv 110hlx
in the U.Sor w0rldw1de and challenges to our owned or licensed patent rlghts would result in costly and time-
consuming legal proceedings that could prevent or limit development or potential commercialization of imetelstat. Our
patents or those patent rights we have licensed, including patent rights that we may seek with respect to inventions made
by past or future collaborators, may be challenged through administrative or judicial proceedings, which could result in
the loss of important patent rights. For example, where more than one party seeks U. S. patent protection for the same
extentas-federal-and-state-technology in patent applications that are subject to the taws-- law before the implementation of
the AIA, the Patent Office may declare an interference proceeding in order to ascertain the party to which the patent
should be issued. Patent interferences are typically complex, highly contested legal proceedings, subject to appeal. They
are usually expensive and prolonged and can cause significant delay in the issuance of patents. Our pending patent
applications or our issued patents, or the-those B—S—Censeqtently;-we have licensed and may license from others, may be
drawn into interference proceedings or be challenged through post- grant review procedures or litigation, any of which
could delay or prevent the issuance of patents, or result in the loss of issued patent rights. We may not be able to obtain




preventthird-parties-from praetieing-our past eur— or inventions-future collaborators the information needed to support our
patent rights which could result in the loss of important patent rights. Under the AIA, interference proceedings between
patent applications filed on or after March 16, 2013, have been replaced with other types of proceedings, including
derivation proceedings. The AIA also includes post- grant review procedures subjecting U. S. patents to post- grant
review procedures similar to European oppositions, such as inter partes review, or IPR, covered business method post-
grant reviews and other post- grant reviews. Thls applles to all our eeﬂntﬂes—outstde—t-he—U S. —eveﬁ-rn—yuﬂsd-reﬁeﬁs—where

S 6 € vhere-we have hcensed and may license from
others, even those 1ssued before March 16 2013. A thlrd party could attempt to use the Patent Office procedures to
invalidate patent claims that would not pursted-have been invalidated if first challenged by the third party as a defendant
in a district court action. U. S. patents owned or licensed by us may therefore be subject to post- grant review
procedures, as well as other forms of review and ebtainred-re- examination. In addition, the IPR process under the AIA
permits any person, whether they are accused of infringing the patent at issue or not, such as entities associated with
hedge funds, to challenge the validity of certain patents. Significant impairment of our imetelstat patent rights would
severely and adversely affect our financial results, business and business prospects, and the future of imetelstat, which
might cause us to cease operations. Certain jurisdictions, such as Europe, New Zealand and Australia, permit
oppositions to be filed against granted patents or patents proposed to be granted. Because we seek to enable potential
global commercialization of imetelstat, securmg both proprletary protectlon and freedom to elevelep—operate outside of
their—- the U. S. is important ewsrprod d y 0 0
busmess. Opposition proceedings require 51gn1ﬁcant tlme and costs, and if we have—are unsuccessful or are unable to
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, we could lose our patent rlghts and we could be effeeﬁve—eﬁﬂ-fﬁeteﬁt—te-pfeveﬁt—prevented or hmlted in themr- the from
eompeting-development and commercialization of imetelstat . Many companies have encountered significant problems in
protecting and defending intellectual property rights in jurisdictions outside the U. S. The legal systems of certain countries,
particularly certain developing countries, do not favor the enforcement of patents, trade secrets and other intellectual property
protection, particularly those relating to biotechnology and pharmaceutical products, which could make it difficult for us to stop
the infringement of our patents or marketing of competing products in violation of our proprietary rights generally. For example,
many countries outside the U. S. have compulsory licensing laws under which a patent owner must grant licenses to third
parties. Proceedings to enforce our patent rights ;evertf-ebtained-in jurisdictions outside the U. S. could result in substantial
costs and divert our efforts and attention from other aspects of our business, and could put our patents at risk of being
invalidated or interpreted narrowly . As more groups become engaged in scientific research and eurpatentappheations-at
product development in the areas of telomerase blology and hematologlc mahgnancles, the risk of our patents, or patents

deottd 6 - P wstits-that we initiate-have
in- hcensed and—t-he—damages—bemg challenged through patent 1nterferences, derlvatlon proceedlngs, IPRs, post- grant
proceedings, oppositions, re- examinations, litigation or other remedies-awarded-means will likely increase. Challenges to
our patents through these procedures would be extremely expenswe and time- consuming ., even if the outcome was

y : v d-to proteetus. An adverse outcome in a patent dispute
could severely harm our ab1hty to further develop ot or tntel-leefual—prepeﬁy—commercnahze imetelstat, or could
otherwise have a material adverse effect on our busmess, and mlght cause us to cease operatlons, by' . causmg us to lose
patent rights in the relevant ma

efforts-in-atjurisdietions— ]lll‘lSdlCthH tn—w-hieh—we—may—w-rsh—(s); U sub] ectlng us to htlgatlon market—rmetelst&t—Aeeerd-mg—ly—
our-- or otherwise preventing us from commercializing imetelstat in efforts-to-enforec-our-inteHeetual-propertyrights-around
the wetld-maybe-inadequate-relevant jurisdiction (s); * requiring us to obtain licenses to a-signifieanteommeretat-advantage

fremrthe inteHeetual-property-that-we-owirand-potentially-disputed patents; ¢ forcing us to cease using the disputed

technology; or  requiring us to develop tirthe-futare-or obtain alternative technologies . We may be subject to infringement
claims that are costly to defend, and such claims may limit our ability to use disputed technologies and prevent us from pursuing
research, development, manufacturing or commercialization of imetelstat. The commercial success of imetelstat will depend
upon our ability to research, develop, manufacture, market and sell imetelstat without infringing or otherwise violating the
intellectual property and other proprietary rights of third parties. There is considerable intellectual property litigation in the
biotechnology and pharmaceutical industries, and many pharmaceutical companies, including potential competitors, have
substantial patent portfolios. Since we cannot be aware of all intellectual property rights potentially relating to imetelstat and its
uses, we do not know with certainty that imetelstat, or the intended commercialization thereof, does not and will not infringe or
otherwise violate any third —party’ s intellectual property. For example, we are aware that certain third parties have or may be
prosecuting patents and patent estates that may relate to imetelstat, and while we believe these patents will expire before
imetelstat is able to be commercialized and / or that these patents are invalid and / or would not be infringed by the manufacture,
use or sale of imetelstat, it is possible that the owner (s) of these patents will assert claims against us in the future. In the event
our technologies infringe the rights of others or require the use of discoveries and technologies controlled by third parties, we
may be prevented from pursuing research, development, manufacturing or commercialization of imetelstat, or may be required
to obtain unblocking licenses from such third parties, develop alternative non- infringing technologies, which we may not be
able to do at an acceptable cost or on acceptable terms, or at all, or cease the development of imetelstat. If we are unable to
resolve an infringement claim successfully, we could be subject to an injunction that would prevent us from potentially
commercializing imetelstat and could also require us to pay substantial damages. In addition, while our past collaboration




agreements have terminated, we are still subject to indemnification obligations to certain collaborators, including with respect to
claims of third- party patent infringement. In addition to infringement claims, in the future we may also be subject to other
claims relating to intellectual property, such as claims that we have misappropriated the trade secrets of third parties. Provided
that we are successful in continuing the development of imetelstat, we expect to see more efforts by others to obtain patents that
are positioned to cover imetelstat. Our success therefore depends significantly on our ability to operate without infringing
patents and the proprietary rights of others. We may become aware of discoveries and technologies controlled by third parties
that are advantageous or necessary to further develop or manufacture imetelstat. Under such circumstances, we may initiate
negotiations for licenses to other technologies as the need or opportunity arises. We may not be able to obtain a license to a
technology required to pursue the research, development, manafaetare-manufacturing or commercialization of imetelstat on
commercially favorable terms, or at all, or such licenses may be terminated on certain grounds, including as a result of our
failure to comply with any material obligations under such licenses. If we do not obtain a necessary license or if such a license is
terminated, we may need to redesign such technologies or obtain rights to alternative technologies, which may not be possible,
and even if possible, could cause further delays in the development efforts for imetelstat and could increase the development
and / or production costs of imetelstat. In cases where we are unable to license necessary technologies, we could be subject to
litigation and prevented from pursuing research, development, manufacturing or commercialization of imetelstat, which would
materially and adversely impact our business. Failure by us to obtain rights to alternative technologies or a license to any
technology that may be required to pursue research, development, manufacturing or commercialization of imetelstat would
further delay current and potential future clinical trials of imetelstat and any applications for regulatory approval, impair our
ability to sell imetelstat, if approved, and therefore result in decreased sales of imetelstat for us. Occurrence of any of these
events would materially and adversely affect our business ;-and might cause us to cease operations. We are seeking registered
trademarks for a commercial trade name for imetelstat in the U. S. and jurisdictions outside of the U. S. and failure to secure
and maintain such registrations could adversely affect our business. We are-seekingregistrationrofhave secured a global
trademarks— trademark for a petentialcommercial trade name for imetelstat #rthe-U-—S—and-otherjurisdietions-outside-of the
-5 Durlng trademark registration proceedings, we may receive rejections or fail to maintain such registrations . Although
we are grven an opportunity to respond to those reJ ectrons we may be unable to overcome such rejectlons In addrtron -rn—t-he—U—

cancellatron proceedrngs may Tbe ﬁled agamst our trademarks and our trademarks may not survive such proceedings. Mereover
If our United States application which forms the basis for our international registration . any-or IR, for our commercial
trade name is refused, withdrawn, or abandoned within the first 5 years of our IR we propese-to-use-for-imetelstatinthe-
will lose our IR registrations which could adversely affect our business . Qur product trademark is S—and-Eurepe-mustbe
approved by the EMA and prov1s1onally approved by the F DA aﬂd- If the FDA or EMA should reject the respeetively;
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ets6 : ; Re , We may be requrred to expend addrtronal time and
resources in an effort to identify a suitable substitute name that would quahfy under applicable trademark laws, not infringe the
existing rights of third parties and be acceptable to the FDA and the EMA. We may become involved in disputes with past or
future collaborator (s) over intellectual property inventorship, ownership or use, and publications by us, or by investigators,
scientific consultants, research collaborators or others. Such disputes could impair our ability to obtain patent protection or
protect our proprietary information, which, in either case, could have a significant impact on our business. Inventions discovered
under research, material transfer or other collaboration agreements may become jointly owned by us and the other party to such
agreements in some cases y-and may be the exclusive property of either party in other cases. Under some circumstances, it may
be difficult to determine who invents and owns a particular invention, or whether it is jointly owned, and disputes can arise
regarding inventorship, ownership and use of those inventions. These disputes could be costly and time- consuming, and an
unfavorable outcome could have a significant adverse effect on our business if we are not able to protect or license rights to
these inventions. In addition, clinical trial investigators, scientific consultants and research collaborators generally have
contractual rights to publish data and other proprietary information, subject to review by the trial sponsor. Publications by us, or
by investigators, scientific consultants, previous employees, research collaborators or others, either with permission or in
contravention of the terms of their agreements with us or with our past or future collaborators, may impair our ability to obtain
patent protection or protect proprietary information which would have a material adverse effect on our business, and might cause
us to cease operations. Much of the information and know- how that is critical to our business is not patentable, and we may not
be able to prevent others from obtaining this information and establishing competitive enterprises. We rely on trade secrets to
protect our proprietary technology, especially in circumstances in which we believe patent protection is not appropriate or
available. We attempt to protect our proprietary technology in part by confidentiality agreements with our employees,
consultants, collaborators and contractors. However, we cannot provide assurance that these agreements will not be breached,
that we would have adequate remedies for any breach, or that our trade secrets will not otherwise become known or be
independently discovered by competitors, any of which would harm our business significantly. In May 2016, the Defend Trade
Secrets Act of 2016, or the DTSA, was enacted, providing a federal cause of action for misappropriation of trade secrets. Under
the DTSA, an employer may not collect enhanced damages or attorney fees from an employee or contractor in a trade secret
dispute brought under the DTSA, unless certain advanced provisions are observed. We cannot provide assurance that our
existing agreements with employees and contractors contain notice provisions that would enable us to seek enhanced damages or
attorneys’ fees in the event of any dispute for misappropriation of trade secrets brought under the DTSA. Risks Related to
Managing Our Growth and Other Business Operations We may be unable to successfully retain or recruit key personnel to




support the development and potential future commercialization of imetelstat or to otherwise successfully manage our growth.
Our ability to successfully develop imetelstat in the future and to potentially commercialize imetelstat depends to a significant
extent on the skills, experience and efforts of our executive officers and key members of our staff. In addition, we need to
recruit, maintain, motivate and integrate additional personnel with expertise and experience in clinical science, biostatistics,
clinical operations, pharmacovigilance, quality, manufacturing, regulatory affairs, medical affairs, legal affairs, compliance,
market access, pricing, commercial operations, sales, and marketing, to enable us to further develop and potentially
commercialize imetelstat. We face intense competition for qualified individuals from numerous pharmaceutical,
biopharmaceutical and biotechnology companies, as well as academic and other research institutions, and competition in our
geographic regions is particularly intense. The substantial risks and uncertainties related to our development and the potential
approval and commercialization of imetelstat , and the risks and uncertainties regarding our future business viability could have
an adverse impact on our ability to retain and recruit qualified personnel. We may also face higher than expected personnel
costs in order to attract new personnel due to shortages in qualified applicants, or to maintain our current management and
personnel due to the increased number of opportunities in the biotechnology sector. If we are unable to successfully retain,
motivate and incentivize our existing personnel, or to attract, assimilate and retain other highly qualified personnel in the future
on acceptable terms, our ability to further develop and potentially commercialize imetelstat will be impaired, and our business
and the price of our common stock would be adversely impacted. In addition, our personnel are currently performing their duties
1n 1nult1ple Jurl%dlCtlorN and if we are unable or fall to Comply Wlth employment tax, benefits and other laws in such

mpaeted—Our future hnanClal performance and our ability to develop, manufactule and commercialize 1metelstdt Wlll depend

in part, on our ability to effectively manage any future growth. Our management may have to divert financial and other
resources, as well as devote a substantial amount of time, to managing growth activities, such as enhancing operational, financial
and management processes and systems. If we do not effectively manage the expansion of our operations, we could experience
weaknesses in our infrastructure and ability to comply with applicable legal and regulatory requirements and regulations,
operatlonal mlst"lkes or shortcommos loss of busmess opportunmes loss of employees and reduced producthlty among

we seek to est’lbhsh potential future collaborative arrangements for imetelstat, we may be unable to estabhsh such COHabOldthG
arrangements on acceptable terms, or at all, and may have to delay, alter or abandon our imetelstat development and
commercialization plans. We intend to develop imetelstat broadly for hematologic malignancies, and to potentially
commercialize, market and sell imetelstat in the U. S. and the EU. We may seek a collaborative partner or partners, at an
appropriate time, to assist us in the potential development and commercialization of imetelstat, especially in the EU and other



regions outside the U. S., and to provide funding for such activities. We face significant competition in seeking appropriate
collaborative partners, and these potential collaborative arrangements are complex and time consuming to negotiate, document
and implement. Our ability to seek and establish potential collaborative arrangements may be impacted by the-effeets-delays in
marketing approvals of the-COVIB-imetelstat in lower - 19-pandemie-onrisk MDS in the U. S. and / eut— or EU elinteat
triat-aetivittes-and theresulting-delays-in reporting any-results from [IMpactMF, as well as the period of the patent term for our
intellectual property portfolio and market exclusivity for imetelstat. We may not be able to establish collaborative arrangements
on acceptable terms, or at all. In this regard, collaborative arrangements with third parties may require us to relinquish material
10hts mcludmg revenue hom potentldl commercialization, or assume material on,(aomg dev elopment obhgdtlons that we would

favefab-}e—terms—rf—&t—a-l-l—lf we are undble to negomte collaborative arrans_ements we may have to: * delay or curtail the
additional development of imetelstat; ¢ further delay or abandon the potential commercialization of imetelstat outside of the U.
S.; « reduce the scope of potential future sales or marketing activities; or ¢ increase our expenditures and undertake development
or commercialization activities at our own expense, Wthh will requlre addltlonal capltal than our current resources. rthe

in the Umted Km;adom and the Netherlands, Wthh exposes us to addltlonal costs and rlsks Gtrr—bustness—epef&t-teﬂs-The
wholly- owned subsidiaries we have established in the U. K. and the Netherlands subject us to certain additional costs and
risks associated with doing business outside the U. S., including: * the increased complexity and costs inherent in managing
international operations in geographically disparate locations; * challenges and costs of complying with diverse regulatory,
financial and legal requirements, which are subject to change at any time;  potentially adverse tax consequences, including
changes in applicable tax laws and regulations;  potentially costly trade laws, tariffs, export quotas, custom duties or other trade
restrictions, and any chan;aes to them . comphcmce with tax, employment 1mmlér'1t10n and 1db01 laws for employees living or
traveling abroad; « ha : 0 T :
managing employees in diverse g geogdphles including the need to ddapt systems, pohues benehts and compliance programs to
differing labor and other regulations; * natural disasters, political and economic instability, including terrorism and civil and
political unrest, outbreak of health epidemics, mcludmg ﬂ&e—eve-l—vmg—any resurgence of( OVID- 19 p&ﬂdem-te— and the
resulting global economlc and social 1mpacts W

t-he—U—S—and

aetivittes—In dddmon our mternatlonal operatlons in the U. K and the Netherlands expose us to ﬂuctuatlom 1n currency
exchange rates between the British pound , the Euro and the U. S. dollar. Given the volatility of currency exchange rates, there
is no assurance that we will be able to effectively manage currency transaction and / or conversion risks. To date, we have not
entered into derivative instruments to offset the impact of foreign exchange fluctuations, which fluctuations could have an
adverse effect on our financial condition and results of operations. We may not be able to obtain or maintain sufficient insurance
on commercially reasonable terms or with adequate coverage against potential liabilities in order to protect ourselves against
product liability claims or claims related to clinical trial conduct, or claims related to data protection. Our business exposes us to



potential product liability and other risks that are inherent in the testing, manufacturing and marketing of human therapeutic ané
diagnostte-products. We may become subject to product liability claims or claims related to clinical trial conduct or the
potential commercialization of imetelstat, if any , including if the use of imetelstat is alleged to have injured patients, such as
injuries alleged to arise from any hepatotoxicity or hemorrhagic event associated with the use of imetelstat. We currently have
limited product liability and clinical trial liability insurance, and we may not be able to maintain this type of insurance for the
potential commercialization of imetelstat, if any, or any of our current or potential future clinical trials of imetelstat. In
addition, this type of insurance may become too expensive for us to afford because of the highly risky and uncertain nature of
potential commercialization of imetelstat, clinical trials generally and the high cost of insurance for our business activities.

We may be unable to obtain or maintain clinical trial insurance in all of the jurisdictions where we conduct current or potential
future clinical trials. In addition, business liability, product liability and cybersecurity insurance are becoming increasingly
expensive, particularly for biotechnology and pharmaceutical companies, and the pool of insurers offering insurance coverage to
biotechnology and pharmaceutical companies generally is becoming smaller, making it more difficult to obtain insurance for our
business activities at a reasonable price, or at all. Being unable to obtain or maintain product liability, clinical trial liability,
cybersecurity or other insurance for our business activities in the future on acceptable terms or with adequate coverage against
potential liabilities would have a material adverse effect on our business, and could cause us to cease our development of
imetelstat. We-In the past, we and certain of our officers have been named as defendants in penetng-securities class action
lawsuits and shareholder derivative lawsuits. Fhese-lawstits;-and-potential-Potential similar or related lawsuits that may be
filed in the future , could result in substantial damages, divert management’ s time and attention from our business, and have a
material adverse effect on our results of operations. Fhese-Any such lawsuits, or and-any-other lawsuits to which we are subject,
will be costly to defend or pursue and are uncertain in their outcome. Securities- related class action lawsuits and / or derivative
lawsuits have often been brought against companies, including biotechnology and biopharmaceutical companies, that experience
volatility in the market price of their securities. This risk is especially relevant for us because we often experience significant
stock price volatility in connection with our preduet-development-activitics. In BetweenJantary23;2026-and-Mareh-5;-2020,
three securities class action lawsuits were filed against us and certain of our officers. One of the lawsuits was voluntarily
dismissed enr-Mareh1+9;2620-. The other two lawsuits, filed in the U. S. District Court ;-erthe-CGenrt-for the Northern District of

throrma —Ofﬂ&e%ﬁheﬁ—B'}Sﬁ‘te{— were consolldated by the Cotrrteﬂ—May%%@%@—&ﬂd—eﬂ%ugus{%G—ZG%G—fhe—}ead

p%&rn&ffs—meﬁerrfer—e{ass—eef&ﬁe&ﬁefheﬂ—Sepfefﬂbeﬁ—ZOH the pdrtles agreed to a settlement and entered into a Stlpuldtlon
and Aoreement of Settlement e-lLt-he—St-rpu-}&t-teﬁ—whlch s-was subject to court approval The Gﬂ—eefeber—l%j"-@%%—t-he—( ourt

-Bet—weeﬁ%pﬂ-l—Z-Zv— 2023.1In 2020 and J-u-ne—8—2021 seven shareholder derivative actions were flled in a number of courts
naming as defendants cert'nn of our then current officers dnd certain 0f our then current and former members of our board. ©f




pendlng before it ﬂfﬂﬁeﬁﬂy—sfayed—ﬂafettgh—M&fe}H-l— and %92—3—9ﬂ—Beeeﬂ=rber—2—H’-922—the parties-ir-case was dlsmlssed
w1th prejudlce. Subsequently, each of the eeﬁsehdated-remalnmg derivative aeﬁeﬁs—m—t-he—Nefthefn—Btsfﬂet—eﬁ-tefed—rrﬁe-ﬂ&e

BeeeﬂabeﬁB—%GQ%—@frBeeeﬁrbeﬁB%@Q%—ﬂ&e—eetﬁ@t—dmmssed w1th t-he—aet—teﬁ—wrt-heﬂt—prejudlce {-t—Whlle we have settled
these lawsuits, it is possible that additional lawsuits sw-might be filed, or allegations might be received from stockholders,
with respect to these same or other matters and also naming us and / or our officers and directors as defendants. Such lawsuits
and any other related lawsuits are subject to inherent uncertainties, and the actual defense and disposition costs will depend upon
many unknown factors. The outcome of such lawsuits is necessarily uncertain. We could be forced to expend significant
resources in the defense of the-pendinglawsuits-and-any additional lawsuits, and we may not prevail. In addition, we have and
may contlnue to 1ncu1 substantial legll fees dnd costs in connection Wlth such lawsuits %s—diseussed-&%te—é—efr@eﬂ&mr&neﬂts

consuming for our mamgement is llkely to be expensive and may detract from our ab1hty to fully focus our 1nternal resources

on our business activities. We could be forced to expend significant resources in the-settlement-or-defense-of the-pending

{ewsuits-and-any potential future lawsuits, and we may not prevail in such lawsuits. Additionally, we may not be successful in

hawng any such lawsuns dlsmlssed or settled within the limits of our 1n§u1ance cov erage We-have-notestablished-anyreserve

ﬂ&eﬂetaﬁ'-damages—A decmon ddverse to our interests tirthe-pendinglawsutts;or-in similar or related litigation, could result in

the payment of substantial damages, or possibly fines, and could have a material adverse effect on our business, our stock price,
cash flow, results of operations and financial condition. We may be subject to third- party litigation, and such litigation would be
costly to defend or pursue and uncertain in its outcome. Our business may bring us into conflict with our licensees, licensors, or
others with whom we have contractual or other business relationships, or with our competitors or others whose interests differ
from ours. We may experience employment- related disputes as we seek to expand our personnel resources. We may become
involved in performance or other disputes with the CROs we have retained to support our imetelstat clinical development
activities, or with other third parties such as service providers, vendors, manufacturers, suppliers or consultants, which could
result in a further delay or cessation of current and potential future clinical trials and otherwise significantly further delay our
ability to develop or potentially commercialize imetelstat. [f we are unable to resolve those conflicts on terms that are
satisfactory to all parties, we may become involved in litigation brought by or against us. Lawsuits are subject to inherent
uncertainties, and defense and disposition costs depend upon many unknown factors. Despite the availability of insurance, we
may incur substantial legal fees and costs in connection with litigation. Lawsuits could result in judgments against us that
require us to pay damages, enjoin us from certain activities, or otherwise negatively affect our legal or contractual rights, which
could have a significant adverse effect on our business. In addition, the inherent uncertainty of such litigation could lead to
increased volatility in our stock price and a decrease in the value of our stockholders’ investment in our securities. We are
subject to U. S. and certain foreign export and import controls, sanctions, embargoes, anti- corruption laws, and anti- money
laundering laws and regulations. Compliance with these legal standards could impair our ability to compete in domestic and
international markets. We can face criminal liability and other serious consequences for violations, which can harm our

busmess We are subject to exp01t control and 1mp01t laws and regulatlom neluding-the- U—S—Expert-Administration




national anti- bribery and anti- money laundering laws in the countries in which we conduct activities. Anti- corruption laws are
interpreted broadly and prohibit companies and their employees, agents, contractors, and other collaborators from authorizing,
promising, offering, or providing, directly or indirectly, improper payments or anything else of value to recipients in the public
or private sector. We may engage third parties to sell our products outside the United States, to conduct clinical trials, and / or to
obtain necessary permits, licenses, patent registrations, and other regulatory approvals. We have direct or indirect interactions
with officials and employees of government agencies or government- affiliated hospitals, universities, and other organizations.
We can be held liable for the corrupt or other illegal activities of our employees, agents, contractors, and other collaborators,
even if we do not explicitly authorize or have actual knowledge of such activities. Any violations of the laws and regulations
described above may result in substantial civil and criminal fines and penalties, imprisonment, the loss of export or import
privileges, debarment, tax reassessments, breach of contract and fraud litigation, reputational harm, and other consequences.
Risks Related to Competitive Factors If eur competitors develop products, product candidates or technologies that are superior
to or more cost- effective than imetelstat, this would significantly impact the development and commercial viability of
imetelstat, which would severely and adversely affect our financial results, business and business prospects, and the future of
imetelstat, and might cause us to cease operations. The pharmaceutical and biotechnology industries are characterized by intense
and dynamic competition with rapidly advancing technologies and a strong emphasis on proprietary products. While we believe
our proprietary oligonucleotide chemlstry, experleme with the blOlOLlCal meuhamsms related to imetelstat, telomeres and
telomerase; clinical data to date 1 ; and knowledge and
expertise around the development of potentlal treatments for myelold hematologlu malignancies provide us with competitive
advantages, we face competition from many different sources, including major pharmaceutical, specialty pharmaceutical and
biotechnology companies, academic institutions, governmental agencies, and public and private research institutions. Imetelstat
will compete, if approved, with other products and therapies that currently exist, are being developed or will in the future be
developed, some of which we may not currently be aware of. For a description of H-approved-for-eommeretalsale-for-the
&e&fmeﬁt—competltlon that 1metelsta may face in our lead 1nd1cat10ns of lower - I‘ISk MDS —m&efe}s’f&t—weu-}d-eempe’fe




or with their strategic partners, could have substantially greater financial, technrcal "and human resources than we do and
qrgmﬁcantly greater experrence in obtarnrng FDA and other regulatory appr ovals of treatments and commerc1alrzmg those

: G SOt Competitors may develop more commerc1ally
de%rrable or affordable products than 1metel§tat or achreve earher or longer patent protectlon or product commerc1alrzatron
than we may be able to achieve with imetelsta z
that—afe—er—tn—the—ftttufe—may—be—eempe&ﬁvﬁe-nnetel%tat Some of the%e products may have an entirely drfferent approach or
means of accomplishing therapeutic effects similar or superior to those that may be demonstrated by imetelstat. Competitors
may develop products that are safer, more effective, or less costly than imetelstat, or more convenient to administer to patients

d ; at-. In addition, competitors may price their products below what
we may determme to be an acceptable price for imetelstat, may receive better third- party payor coverage and / or
reimbursement, or may be more cost- effective than imetelstat. Such competitive products or activities by competitors may
render imetelstat obsolete, which may cause us to cease any further development or future commercrahzatron of 1metel€tat
which would severely and adversely affect our ;
and-might-eause-us-to-eease-operations—1 o be commercrally successful, 1metel§tat must be accepted by the healthcare
community, which can be very slow to adopt or unreceptive to new technologies and products. Even if approved for marketing,
imetelstat may not achieve market acceptance, or the potential serldwide-er-U. S. or international revenue we believe may be
possible, since hospitals, physicians, patients or the medical community in general may decide not to accept and utilize
imetelstat. If approved for commercial sale, imetelstat will compete with a number of conventional and widely accepted drugs
and therapies manufactured and marketed by major pharmaceutical companies. The degree of market acceptance of imetelstat
will depend on a number of factors, including: ¢ the clinical indications for which imetelstat is approved, if any; ¢ the eeuntry
countries and / or regions within which imetelstat is approved, if any; ¢ the establishment and demonstration to the medical
community of the clinical efﬁcacy and safety of 1metel§tat . the ability to demon%trate that imetelstat is %uperror to alternatrves
on the market at the time < ; :
alternative-treatment-methods-, 1nclud1ng W1th respect to efﬁcacy, Safety, co%t or route of admmrqtratron * the erhngne%% of
medical professionals to prescribe, and patients to use, imetelstat, or to continue to use imetelstat; ¢ the publication of
unfavorable safety or efficacy data concerning imetelstat by third parties or us; © restrictions on use of imetelstat in combination
with other products; ¢ the label and promotional claims allowed by the FDA or similar international regulatory authorities for
imetelstat, if any, including usage for only certain indications and any limitations or warnings about the prevalence or severity of
any side effects; ¢ the timing of market introduction of imetelstat as well as competitive products, including sequencing of
available products; * the effectiveness of sales, marketing and distribution support for imetelstat ;-parttentarly-during-the-remote
€OHD19-envirenment-; * the extent to which imetelstat is approved for inclusion on National Comprehensive Cancer
Network Clinical Practice Guidelines in Oncology and formularies in hospitals and managed care organizations; * the pricing
of imetelstat, both in absolute terms and relative to alternative treatments; ¢ the availability of coverage and adequate
reimbursement by government and third- party payors; and ¢ the willingness of patrents to pay out- of— pocl(et in the ab%ence of
coverage by thnd party payors, 1nclud1ng governmental authorities. Fh ab d ver

may be unable to demon%trate any therapeutic or economic advantage for 1metel€tat compared to estabh%hed or qtandard of—
care therapies, or newly developed therapies, for myeloid hematologic malignancies. Third- party payors may decide that any
potential benefit that imetelstat may provide to clinical outcomes in myeloid hematologic malignancies is not adequate to justify
the costs of treatment with imetelstat. If the healthcare community does not accept imetelstat for any of the foregoing reasons, or
for any other reasons, our ability to further develop or potentially commercialize imetelstat may be negatively impacted or
precluded altogether, which would seriously and adversely affect our business and business prospects. If the market
opportunities for imetelstat are smaller than we believe, our potential revenue may be adversely affected, and our business may
suffer. Our initial focus for imetelstat development has been on the lead indications ;-of lower = risk MDS and relapsed /
refractory MF. The addressable patient populations, if imetelstat is approved in those indications, are based on our estimates.
These estimates, which have been derived from a variety of sources, including scientific literature, surveys of clinics, patient
foundations and market research, may prove to be incorrect. Further, new information from us or others may change the
estimated incidence or prevalence of those indications. Any regulatory approval of imetelstat would be limited to the therapeutic



indications examined in our clinical trials and as determined by the FDA and similar international regulatory authorities, which
would not permit us to market imetelstat for any other indications not expressly approved by those regulatory authorities.
Additionally, the potentially addressable patient population for imetelstat may not ultimately be amenable to treatment with
imetelstat. Even if we receive regulatory approval for imetelstat, such approval could be conditioned upon label restrictions that
materially limit the addressable patient population. Our market opportunity may also be limited by the pricing we are able to
achieve for imetelstat, if approved, the quality and expiration of our intellectual property rights and licenses, duration of
imetelstat treatment in an indication and future competitor treatments that enter the market. If any of our estimates prove to be
inaccurate, the market opportunities for imetelstat that we or any potential future collaborative partners develop could be
significantly diminished which would have a material adverse impact on our business and business prospects. The adoption of
health policy changes and healthcare reform both in the U. S. and outside the U. S. may adversely affect our business and
financial results. In the U. S. and some jurisdictions outside the U. S., there have been a number of legislative and regulatory
changes and proposed changes regarding the healthcare system that could impact our business. Generally, there has been
increasing legislative and enforcement interest in the U. S. with respect to drug pricing, including specialty drug pricing
practices, in light of the rising cost of prescription drugs and biologics. Specifically, there have been U. S. Congressional
inquiries and federal and state legislative activity designed to, among other things, bring more transparency to drug pricing,
review the relationship between pricing and manufacturer patient programs, reduce the price of drugs under Medicare, and

reform government program rermbursement methodologres for drugs and biologics. {-n—}u-}y%@%l,—t-he—Biden—adﬁnmsﬁaﬁeﬂ

regardmg these leg1slat1ve and regulatory changes and proposed changes regardlng the healthcare system i‘e—fﬁl‘ﬁ‘l—fﬂe&SﬂfeS
that may affect our abrhty to operate see ltern 1 ““ Business -—Gevefﬂmeﬂt—Regu-l-&t—ton—Rermbursement and Healthcare
Reform . ” 1 0 y . If future legislation were to impose
direct governmental price controls and access restrictions, it could have a srgmflcant adverse impact on our business and
financial results. Managed care organizations, as well as Medicaid and other government agencies, continue to seek price
discounts. At the state level, legislatures have increasingly passed legislation and implemented regulations designed to control
pharmaceutical and biologic product pricing, including price or patient reimbursement constraints, discounts, restrictions on
certain product access and marketing cost disclosure and transparency measures, and, in some cases, to encourage importation
from other countries and bulk purchasing. Due to the volatility in the current economic and market dynamics, we are unable to
predict the impact of any unforeseen or unknown legislative, regulatory, payor or policy actions, which may include cost
containment and healthcare reform measures. Such policy actions could have a material adverse impact on future worldwide
sales of imetelstat, if approved. Cost control initiatives also could decrease the...... our stockholders for the foreseeable future.
RISKS RELATED TO INFORMATION TECHNOLOGY SYSTEMS, DATA SECURITY AND DATA PRIVACY If our
information technology systems or data, or those of third parties upon which we rely, are or were compromised, we could
experience adverse consequences resulting from such compromise, including, but not limited to, regulatory investigations and-or
actions; litigation; fines and penalties; a disruption of our business operations saek-as-, including our clinical trials; reputational
harm; loss of revenue and profits; and other adverse consequences. In the ordinary course of our business, we (and third parties
upon which we rely) mag—collect, receive, store ypreeess-, use, transfer, make accessible, protect, secure, dispose of, transmit,
disclose, or otherwise process (commonly known as processing) proprietary, confidential, and sensitive data, including personal
data (such as health- related data and participant study related data), intellectual property, and trade secrets (collectively,
sensitive information). In addition, we rely on third- party service providers to establish and maintain appropriate information




technology and data security protections over the information technology systems they provide us to operate our critical
business systems, including cloud- based infrastructure and systems, employee email, and data storage and management
systems. However, except for contractual duties and obligations, we have limited ability to control or monitor their- third
parties’ safeguards and actions related to such matters, and these third parties may not have adequate information security
measures in place. Furthermore, while we may be entitled to damages if our third- party service providers fail to satisfy their
privacy or security- related obhgatrom to us, any award may be 1n§ufﬁcrent to cover our damage% or we may be unable to
recover quch award We-may v ; ;

employees eeﬁt—r-nue—te—work remotely, wh-teh—has—resultlng in 1ncrea§ed rrski to our 1nforrnatron technology systems and data, as
employees utilize network connections, computers, and devices outside our premises and networks, including working at home 5
and while in transit and in public locations. Additionally, the prevalent use of mobile devices that access our sensitive
information increases the risk of breaehes-security incidents. Future or past business transactions (such as acquisitions or
integrations) could expose us to additional cybersecurity risks and vulnerabilities, as our systems could be negatively
affected by vulnerabilities present in acquired or integrated entities’ systems and technologies. Furthermore, we may
discover security issues that were not found during due diligence of such acquired or integrated entities, and it may be
difficult to integrate companies into our information technology environment and security program . Our information
technology systems, including in our remote work environment as-aresuit-ofthe-COVHAD-—9-pandemie-, and those of the third
parties upon which we rely, are-petenttaly-may be vulnerable to evolving threats. These threats are prevalent, continue to
increase, and come from a variety of sources such as traditional “ hackers, ” threat actors,"" hacktivist," organized criminal
threats actors, or internal bad actors, personnel (such as through theft, error or misuse), sophisticated nation states and nation-
state- supported actors. These threats include, but are not limited to, social- engineering attacks, malicious code or malware,
unauthorized intrusions, denial- of- service attacks, personnel misconduct or errors, ransomware attacks, supply- chain attacks,
software bugs, computer viruses, server malfunctions, software, hardware or data center failures, loss of data or other
information technology assets, natural disasters, terrorism, war, aad-telecommunication and electrical failures and attacks
enhanced or facilitated by artificial intelligence, or Al, and other similar threats . In particular, ransomware attacks are
becoming increasingly prevalent and severe and can lead to significant interruptions in operations, loss of data and income,
reputational harm, and diversion of funds. If we were to experience such an attack, extortion payments might alleviate the
negative impact of a ransomware attack, but we might be unwilling or unable to make such payments due to, for example,
applicable laws or regulations prohibiting such payments. Similarly, supply- chain attacks and attacks on clinical trial sites as
well as regulatory and health authorities have increased in frequency and severity, and we cannot guarantee that third parties and
infrastructure in our supply chain or our third- party partners’ supply chains, or of clinical trial sites and regulatory and health
authorities, have not been compromised or that they do not contain exploitable defects or bugs that could result in a breach of or
disruption to our information technology systems (including those related to imetelstat) or the third- party information
technology systems that support us and the services provided to us. Any of the-these aforementioned-threats may result in
unauthorized, unlawful or accidental loss, corruption, access, modification, destruction, alteration, acquisition or disclosure of
sensitive information, such as clinical trial data or information, intellectual property, proprietary business data and personal data.
The costs to us to attempt to protect against such breaehes-security incidents could be significant, including potentially
requiring us to modify our business {inelading-non—elinteal-and-elinteal-trial-aetivities)-, and while we have implemented
security measures designed to protect our information technology systems and to identify and remediate vulnerabilities, such
measures may not be successful . We may expend significant resources or modify our business activities (including our
clinical trial activities) to try to protect against security incidents . We may be unable in the future to detect vulnerabilities in
our information technology systems because such threats and techniques change frequently, are sophisticated in nature, and may
not be detected until after a security incident has occurred. Unremediated high risk or critical vulnerabilities pose material
risks to our business. If we or third parties upon which we rely experience or are perceived to have experienced a breach, we
may experience adverse consequences. These consequences may include: government enforcement actions (for example,
investigations, fines, penalties, audits, and inspections), interruptions in our operations, including disruption of our imetelstat
development program, interruptions or restrictions on processing sensitive data (which could result in delays in obtaining, or our
inability to obtain, regulatory approvals and significantly increase our costs to recover or reproduce the data), reputational harm,
litigation (including class action claims), indemnification obhgatrom negative publicity, menetary-fand-diverstons;-financial
loss, and other harms. In addition, such a breach may require public notification of the breach torelevantstakehelders- Such
disclosures are costly, and the disclosure or the failure to comply with such requirements could lead to adverse consequences .
In addition to experiencing a security incident, third parties may gather, collect, or infer sensitive information about us
from public sources, data brokers, or other means that reveals competitively sensitive details about our organization and
could be used to undermine our competitive advantage or market position. Additionally, sensitive information of the
Company could be leaked, disclosed, or revealed as a result of or in connection with our employees’, personnel’ s, or
vendors’ use of generative Al technologies . Many of our contracts with relevant stakeholders include obligations relating to
the safeguard of sensitive information, and a breach could lead to claims against us by such stakeholders. There can be no
assurance that the limitations of liability in our contracts would be enforceable or adequate or would otherwise protect us from
liabilities, damages, or claims relating to our data privacy and security obligations. In addition, failure to maintain effective
internal accounting controls related to data security breaches and cybersecurity in general could impact our ability to produce
timely and accurate financial statements and could subject us to regulatory scrutiny. We are subject to stringent and changing U.
S. and foreign laws, regulations, rules, contractual obligations, industry standards, policies and other obligations related to data
privacy and security. Our actual or perceived failure to comply with such obligations could lead to regulatory investigations &



or actions; litigation; fines and penalties; disruptions te-of our business operations; reputational harm; loss of revenue and
profits; and other adverse business impacts. In the ordinary course of business, we process personal data and other sensitive
data 1nclud1ng proprretary and Conﬁdentral busrness data trade secrets, intellectual property, clinical trial participant data we
; als-, and other sensitive third- party data. We are therefore subject
to or affected by numerous data privacy and securrty obhgatrons such as varteus-federal, state, local and foreign laws,
regulations, guidanees— guidance , industry standards, external and internal privacy and security policies, contracts, and other
obligations governing the processing of personal data by-us-and-en-eurbehalf- These obligations may change, are subject to
differing interpretations and may be inconsistent among jurisdictions or conflict. The global data protection landscape is rapidly
evolving, and implementation standards and enforcement practices are likely to remain uncertain for the foreseeable future. This
evolution may create uncertainty in our business; affect us or our collaborators’, service providers’ and contractors’ ability to
operate in certain jurisdictions or to collect, store, transfer, use and share personal data; necessitate the acceptance of more
onerous obhgatrons in our contracts; result in habrhty, or nnpose additional costs on us —Fhe-eestofeomphanee-with-thesetaws;
stife are-g and . These obligations may necessitate changes to our
information technologres systems, and praetrees and to those of any third parties that process personal data on our behalf. In
addition, these obligations may require us to change our business model. Outside the U. S., an increasing number of laws,
regulations, and industry standards apply to data privacy and security. For example, the European Union’ s General Data
Protection Regulation (GDPR) (EU) 2016 / 679, or the EU GDPR, imposes strict requirements on the processing of personal
data. Under the EU GDPR, government regulators may impose temporary or definitive bans on data processing, as well as fines
in eofup-te-€20-mithen-or4-%oof-the event annual-globatreventes-of violations the-noneemphant-eompany;-whicheverts
greater-. In addition, we may be unable to transfer personal data from Eurepe-the EEA and other jurisdictions to the U. S. or
other countries due to data localization requirements or limitations on cross- border data flows. Eutrepe-The EEA and other
jurisdictions have enacted laws requiring data to be localized or limiting the transfer of personal data to other countries. In
particular, the EurepeanEeonomie-Area;orthe-EEA and the Uﬂtted—létﬂgdem—er—UK have significantly restricted the transfer
of personal data to the United States and other countries whose privacy laws it believes are inadequate. Other jurisdictions may
adopt similarly stringent interpretations of their data localization and cross- border data transfer laws. Although there are
currently various mechanisms that may be used to transfer personal data from the EEA and UK to the U. S. in compliance with
law, such as the EEA and UK’ s standard contractual clauses , the UK’ s International Data Transfer Agreement /
Addendum, and the EU- U. S. Data Privacy Framework and the UK extension thereto (which allows for transfers to
relevant U. S.- based organizations who self- certify compliance and participate in the Framework) , these mechanisms are
subject to legal challenges, and there is no assurance that we can satisfy or rely on these measures to lawfully transfer personal
data to the U. S. If there is no lawful manner for us to transfer personal data from the EEA, the UK, or other jurisdictions to the
U. S., or if the requirements for a legally- compliant transfer are too onerous, we could face significant adverse consequences,
including the interruption or degradation of our operations, the need to relocate part of or all of our business or data processing
activities to other jurisdictions (such as Europe) at significant expense, increased exposure to regulatory actions, substantial
fines and penalties, the inability to transfer data and work with partners, vendors and other third parties, and injunctions against
our processing or transferring of personal data necessary to operate our business. Some EuropearrEEA regulators have
prevented companies from transferring personal data out of Eurepe-the EEA for allegedly violating the GDPR’ s cross- border
data transfer limitations. Likewise, we expect that there will continue to be new proposed laws, regulations and industry
standards relating to data privacy and security datapreteetiorrin the U. S. For example, HIPAA, as amended by HITECH,
imposes specific requirements relating to the privacy, security, and transmission of individually identifiable health data.
Additionally, the California Consumer Privacy Act of 2018, as amended by the California Privacy Rights Act of 2020, or
CPRA, collectively CCPA, imposes obligations on businesses to which it applies. These obligations include, but are not limited
to, providing specific disclosures in privacy notices and affording California residents certain rights related to their personal
data. The CCPA allows for statutory fines for noncompliance tupte-$-7-500-pervietation)y. While the CCPA contains limited
exceptions for clinical trial data, the CCPA’ s 1mplementat10n standards and enforcement practices are likely to rernarn uncertain
for the foreseeable future. In addition : ;
€EPAForexample, the CPRA establishes a ﬂew—Cahfornra Prrvaey Protectron Agency to 1mplement and enforee the CPRA
which could increase the risk of an enforcement action, and applies to personal information of business representatives and
employees. Other states have also enacted data privacy and security laws. For example, Virginia passed the Consumer Data
Protection Act, and Colorado passed the Colorado Privacy Act, both of which differ from the CPRA and beeeme-became
effective in 2023. If we become subject to new data privacy and security laws, at the state level or otherwise, the risk of
enforcement action against us could increase because we may become subject to additional obligations, and the number of
individuals or entities that can initiate actions against us may increase {inetading-indtvidaats-. Our employees and personnel
use generative Al technologies to perform their work , via-aprivateright-and the disclosure and use of personal data in
generative Al technologies is subject to various privacy laws and other privacy obligations. Governments have passed
and are likely to pass additional laws regulating generative Al. Our use of this technology could result in additional
compliance costs, regulatory investigations and aetierractions , and state-aetors)-lawsuits. If we are unable to use
generative Al, it could make our business less efficient and result in competitive disadvantages . [n addition to data privacy
and security laws, we may be contractually subject to industry standards adopted by industry groups and may become subject to
such obligations in the future. We may also be bound by other contractual obligations related to data privacy and security, and
our efforts to comply with such obligations may not be successful. We may publish privacy policies, marketing materials, and
other statements, such as compliance with certain certifications or self- regulatory principles, regarding data privacy and
security. If these policies, materials or statements are found to be deficient, lacking in transparency, deceptive, unfair, or




misrepresentative of our practices, we may be subject to investigation, enforcement actions by regulators, or other adverse
consequences. AltheughIt is possible that, in the future, we eﬁdeavefmay fail or be percelved to have falled to comply with
alapplicable data privacy and security obligations ;- Ay ;
Moreover, despite our best compliance cfforts, we may not be successful n achlevm;: complmnce 11 our personnel or third
mrt1es upeﬁ—whom we rely on fail to comply with such oblls_atlons A% h1ch Could negdn\ ely 1mpdct our business operatlons and

- lf we or the third partles on whlch we rely fail, or are
perceived to hu e ldlled to addless or comply with data privacy and security obligations, we could face significant
consequences. These consequences may include, but are not limited to, government enforcement actions fe—ginvestigations;
fines;penaltiesaudits;nspeetionsand-simiar-aetivittes) litigation tnelading-elass—related-elaims)-; additional reporting
requirements and / or oversight; bans on processing personal data; orders to destroy or not use personal data; and imprisonment
of company officials. Any of these events could have a material adverse effect on our reputation, business, or financial
condition, including but not limited to: interruptions or stoppages in our business operations €including, as relevant, earclinical
trials #-any); inability to process personal data or to operate in certain jurisdictions; limited ability to develop or commercialize
imetelstat; expenditure of time and resources to defend any claim or inquiry; adverse publicity; or revision or restructuring of
our operations. Moreover, clinical trial participants or research subjects about whom we or our vendors obtain information, as
well as the providers who share this information with us, may contractually limit our ability to use and disclose the information.
General RiskeRisks FACTORsBusiness-disraptions-eotld-sertousty-harm-Related to Our Common Stock AND Financial
Reporting Historically, our stock price has been extremely volatile and et+-your investment may suffer a decline in value.
Historically, our stock price has been extremely volatile. Between January 1, 2014 and December 31, 2023, our stock has
traded as high as $ 6. 38 per share and as low as $ 0. 89 per share. Between January 1, 2023 and December 31, 2023, the
price has ranged between a high of § 3. 84 per share and a low of $ 1. 68 per share. The significant market price
ﬂuctuatlons of our common stock have been due to and may m the future feveﬁue—&nd—ﬁﬁ&ner&l—eeﬁd-rﬁeﬁ—aﬁd-merease-euf

regardlng the potentlal regulatory approval or non- approval of imetelstat and the timing thereof , specific label
indications for example-the-ongoing-COVID-—19pandemie);-etvil-or politiealunrestrestrictions, warnings or military
eonfhiets-around-limitations in its use, or delays in the werld(sueh-as-regulatory review and commercialization process; ¢
announcements regarding the research and development of imetelstat, or adverse efficacy or safety results of, further
delays in the commencement enrollment or conduct of, dlscontmuatlon of or further modlﬁcatlons or reﬁnements to

y : ; , as well as for our expanded access program or for potentlal
future cllmcal trials of imetelstat, for any reason, or our 1nab1hty, for any reason, to successfully continue these—- the
development of similar-international-imetelstat;e our ability to obtain additional capital when needed to further advance
the imetelstat program;e changes in laws or regulatory-regulations authorities-applicable to imetelstat . including but not
hmlted to clmlcal trlal requlrements for approval or other reeuldtory developments related to imetelstat —-—t-he-sueeessfu-l

tndieattons—© announcements of technolognal innovations,new commercial products,or clinical progress or lack thereof by
us,potential future collaborative partners or our competitors; adverse developments concerning our manufacturers,including our
1ndb111ty to obtdm ddequclte ploduct supply f01 nnetelstat or mdb111ty to do so at qcceptable prices;® eu-lhf&rl-ure—te—lattﬂeh—&nd

mdlcaﬂons sof lower - rlsk MDS and 1eldpsed / retractory MF;e am&euﬁeemeﬁts—eeﬂeefmﬂg—dlsputes or other developments
relating to imetelstat proprietary rights ,including patents,litigation matters and our ability to obtain,enforce and defend
patent protection for our technologies ;° the terms and timing of any future collaboration agreements for the development and
potential commercialization of imetelstat that we may establish;* announcements of significant acquisitions,strategic

partnerships,collaborations,joint ventures or capital commitments by us or our competitors;* etr-ability-to-aeguire-orin—teense
new-produet-eandidates-to-grow-ourpipehine;s-the demand in the market for our common stock ;~fluetuations-itrotr-operating

restts—;* increased or continuing operating losses;® general domestic and international market conditions or market conditions
relating to the blOplldl‘nldCEUthdl and pharmaceutlcal mdustrles especmlly gn en the \Oldtlllty Caused by macroeconomic or
other global conditions p ,such as the

m—rlrt&ry—eeﬁﬂiet—betweeﬂ—Ukr&ine—aﬂd—RuSﬁa—lnﬂatlon rising interest rates ot prospects of a recession ,government

shutdowns,bank failures and other disruptions to financial systems,civil or political unrest,military conflicts,pandemics
or other health crises and supply chain and resource issues ;* perceptions of the biotechnology and pharmaceutical industry

by the publlc leg,]sldnue leouldtms and the i investment Communlty —%emmeﬂts—by—seeuﬂ&es—aﬂalysts—eﬁe&rer—t-hﬁd

or thdt we may otherw1>e pmwde to the pubhc,' publication of commentary,artlcles or research reports clbOth us or our
industry,or positive or negative recommendations or withdrawal of research coverage , by securities analysts ;*,bloggers,news
media or other third parties ; * large stockholders increasing or exiting their position in our common stock or an increase



in the short interest in our common stock; * announcements of or developments concerning any litigation; * actions
instituted by activist shareholders or others; ¢ the issuance of common stock to partners, vendors or investors to raise
additional capital or as a result of option or warrant exercises; * other events or factors that are beyond our control; and
¢ the occurrence of any other risks and uncertainties discussed under the heading “ Risk Factors. ” Provisions in our
charter, bylaws and Delaware law may inhibit potential acquisition bids for us, which may adversely affect the market
price of our common stock and / or prevent holders of our common stock from benefiting from what they believe may be
the positive aspects of acquisitions and takeovers. Provisions of our charter documents and bylaws may make it
substantially more difficult for a third party to acquire control of us and may prevent changes in our management,
including provisions that: * prevent stockholders from taking actions by written consent; ¢ divide the board of directors
into separate classes with whemreturn-terms of office that are structured to prevent all of the directors from being elected
in any er-one year;and ¢ set forth procedures for nommatmg dlrectors and submlttmg proposals for cons1derat10n at
stockholders’ investmentmeetings . In addition, © o y b sthis

may-adversely-affeet-the-marketpriee-ofour e

ullllcalc

of incorporation provides our board of directors with the dLllhOlll\ to issue up to 3,000,000 shares of undcswnalcd preferred
stock and to determine or alter the rights,preferences,privileges and restrictions gmmcd to or imported upon these shares without
further vote or action by our stockholders.The issuance of shares of preferred stock may delay or prevent a change in control
transaction without further action by our stockholders.As a result,the market price of our common stock may be adversely
affected. If Hraddition;if-in the future, we issue preferred stock eonduet-busiess—Thereis-arisk-that ene-has preference over
of-our mote-common stock w1th respect to the payment of d1v1dends out- or GRes—upon our llquldatlon dlssolutlon

; ; p-and-poten netelstatif we issue preferred stock w1th voting rights
that dllute the voting power of our common stock the rlghts of holders of our common stock or the market price of our
common stock could be disrupted-meetings-adversely affected .Provisions of Delaware law may also inhibit potential
acquisition bids for us or prevent us from engaging in business combinations.In addition,we have individual severance
agreements with our executive officers and a company- wide severance plan,either of which could require a potential acquirer to
pay a higher price.Either collectively or individually,these provisions may prevent holders of our common stock from benefiting
from what they may believe are the positive aspects of acquisitions and takeovers,including the potential realization of a higher
rate of return on lhcu investment from these types of transactions. Gﬂ%The excluswe forum prov1s1ons in our amended dnd

pe a ns-and-proe ngs-th ay-be-titia stoekhotders;whieh-could limit our slocl\holdux ability to obtain a
[d\ orable judicial forum for (hspulcx W 1Ih us or any of our directors, o[[lcu\ or employees ,or the underwriters of any offering
giving rise to such claim,which may dlscourage lawsuits with respect to such claims .Our amcndcd and restated bylaws
provide that,unless we consent to the selection of an alternative forum,the Court of Chancery of the State of Delaware (or, if

and only if the Court of Chancery of the State of Delaware lacks subject matter jurisdiction, any state court located
within the State of Delaware our—- or eperationis-, if and only if all such state courts lack subject matter jurisdiction, the
federal district court or-for the District of Delaware) will be the sole and exclusive forum for: * any derivative claim or
cause of action or proceeding brought on our behalf; ¢ any claim or cause of action for breach of a fiduciary duty owed
by any of our current or former directors, officers or other employees, or our stockholders, to us or to our stockholders; *
any claim or cause of action against us or any of our current or former directors, officers or other employees, or our
stockholders, arising pursuant to any provision of the General Corporation Law of the State of Delaware, our certificate
of incorporation, or our bylaws; * any claim or cause of action seeking to interpret, apply, enforce or determine the
validity of our certificate of incorporation or bylaws; ¢ any claim or cause of action as to which the General Corporation
Law of the State of Delaware confers jurisdiction on the Court of Chancery of the State of Delaware; or  any claim or
cause of action against us or any of our current or former directors, officers or other employees, or our stockholders,
governed by the internal affairs doctrine or otherwise related to our internal affairs. In addition, Section 22 of the
Securities Act creates concurrent jurisdiction for federal and state courts over all claims brought to enforce any duty or
liability created by the Securities Act of 1933, as amended, or the Securities Act, or the rules and regulations thereunder.
Our amended and restated bylaws provide that the federal district courts of the United States of America will, to the
fullest extent permitted by law, be the exclusive forum for resolving any complaint asserting a cause of action arising
under the Securities Act, or the Federal Forum Provision, including for all causes of action asserted against any
defendant named in such complaint. For the avoidance of doubt, this provision is intended to benefit and may be
enforced by us, our officers and directors, the underwriters to any offering giving rise to such complaint, and any other
professional entity whose profession gives authority to a statement made by that person or entity and who has prepared
or certified any part of the documents underlying the offering. The application of the Federal Forum Provision means
that suits brought by our stockholders to enforce any duty or liability created by the Securities Act must be brought in
federal court and cannot be brought in state court, and our stockholders cannot waive compliance with the federal
securities laws and the rules and regulations thereunder. While the Delaware courts have determined that such choice of
forum provisions are facially valid and several state trial courts have enforced such provisions and required that suits
asserting Securities Act claims be filed in federal court, there is no guarantee that courts of appeal will affirm the
enforceability of such provisions, and a stockholder may nevertheless seek to bring a claim in a venue other than thosc of
our-CROs-designated in the exclusive forum provisions. In such and-- an instance, we would expect to vigorously assert
the validity and enforceability of the exclusive forum provisions of our amended and restated bylaws. This may require



significant additional costs associated with resolving such action m other Jlll‘lSdlCthIlS eerﬁraeters—ereeﬁsu-l-t&ﬁts—are
a—ffeeted—by—geepe-l-rt—tea-l—eveﬂts— whlch costs ma

be eﬁaeted-at—borne by
stockholders, and there can be no assurance that the prov1s1ons will be enforced by a court in those other jurisdictions.
Any person or entity purchasing or otherwise acquiring or holding any time-interest in any of our securities shall be
deemed to have notice of and consented to the exclusive forum provisions in our amended and restated bylaws, including
the Federal Forum Provision. These provisions could limit a stockholder’ s ability to bring a claim in a judicial forum
that it finds favorable for disputes with us or any of our directors, officers, or other employees, or our stockholders or

the underwrlters of any offermg g1v1ng rise to such clalms which may dlscourage lawsults eeu-}d—a-ffeet—t-he—taaﬁre&tme&t—ef

W 1th 1espect to such clalms. Furthermore J:eg-ts}&txeﬁ—m&y—&dﬂ*efse}y

a—ffeet—us— if a court were to find the exclusive forum provisions contained in our bylaws to be inapplicable or
unenforceable in and-- an eertainraspeets-of-action, we may incur additional costs associated with resolving such action
-}egis}&ﬁeﬁ—eet&d—be—repea-}ed-eﬁﬂed-rﬂed-m t-he—other fatarej urlsdlctlons w Imh eeu-}d—h&'v‘e—&ﬂ—adverse—effeet—eﬁ-us—l:ef

e*peﬂses—uﬂéefthe%aeh%efeﬁft&t&e—ta*reforﬁﬂegis%&&eﬂ—could have a material and adverse 1mpact on our buslness and our

financial condition. We do not intend to pay cash dividends on our common stock in the foreseeable future. We do not
anticipate paying cash dividends on our common stock in the foreseeable future. Any payment of cash dividends will
depend upon our financial condition, results of operations, capital requirements and the-other valie-factors, and will be
at the discretion of our board of directors. In addition, the terms of our Loan Agreement prevent us from paying
dividends and any future debt agreements may continue to preclude us from paying dividends. As a result, capital
appreciation, if any, of our common stock will be the sole source of gain for our stockholders for the foreseeable future.
Our employees, independent contractors, principal investigators, clinical trial sites, contract research organizations,
consultants eur-- or deferred-tax-assets-vendors may engage in misconduct or other improper activities , aetivities;-including
noncompliance with regulatory standards and requirements.We are exposed to the risk that our employees,independent
contractors,principal investigators,clinical trial sites, CROs,consultants or vendors may engage in fraudulent or other illegal
activity.Misconduct by these parties could include intentional,reckless and / or negligent conduct or disclosure of unauthorized
activities to us that violate the FDA’ s or similar international regulatory authorities’ regulations,including those laws requiring
the reporting of true,complete and accurate information;manufacturing standards;healthcare fraud and abuse laws and
regulations;or laws that require the true,complete and accurate reporting of financial information or
data.Specifically,sales,marketing and business arrangements in the healthcare industry are subject to extensive laws and
regulations intended to prevent fraud,kickbacks,self- dealing and other abusive practices. These laws and regulations may restrict
or prohibit a wide range of pricing,discounting,marketing and promotion,sales commission,customer incentive programs and
other business arrangements. Activities subject to these laws also involve the improper use or misrepresentation of information
obtamed in the course of clinical trials or creating fraudulent data in our non- clinical studies or clinical trials ,which could result
in stgnifieantregulatory sanctions and serious harm to our reputation. It is not always possible to identify and deter
misconduct by our employees and third parties, and the precautions we take to detect and prevent this activity may not
be effective in controlling unknown or unmanaged risks or losses or in protecting us from governmental investigations or
other actions or lawsuits stemming from a failure to be in compliance with such laws or regulations. Additionally, we are
subject to the risk that a person could allege such fraud or other misconduct, even if ene-none —time-eharges-occurred. If
any such actions are instituted against us, and we are not successful in the-eurrent-defending ourselves or asserting er-our
rights, those actions could adversely affect our business, financial condition, results of operations or prospects through: *
the imposition of civil, criminal and administrative penalties, damages and monetary fines; ¢ contractual damages; ¢
diminished potential profits and futurc earnings; taxable-years;-and eould-inerease-ourfuture-b—S—taxexpense—lailure to
achieve and maintain effective internal controls in accordance with Section 404 of the Sarbanes- Oxley Act of 2002 could have
a material adverse effect on our business and stock price. Section 404 of the Sarbanes- Oxley Act of 2002, or Section 404,
requires that we establish and maintain an adequate internal control structure and procedures for financial reporting. Our Annual
Reports on Form 10- K must contain an annual assessment by management of the effectiveness of our internal control over
financial reporting and must include disclosure of any material weaknesses in internal control over financial reporting that we
have identified. In addition the-past-, our independent registered public accounting firm must previded— provide an opinion



annually on the effectiveness of our internal control over financial reporting —As-a-smallerreporting-eompany;-we-are-no-1o
subjeetto-thisrequirement- The requirements of Section 404 are ongoing and also apply to future years. We expect that our
internal control over financial reporting will continue to evolve as our business develops , including as we prepare to
potentially launch and commercialize imetelstat . Although we are committed to continue to improve our internal control
processes and we will continue to diligently and vigorously review our internal control over financial reporting in order to
ensure compliance with Section 404 requirements, any control system, regardless of how well designed, operated and evaluated,
can provide only reasonable, not absolute, assurance that its objectives will be met. Therefore, we cannot assure you that
material weaknesses or significant deficiencies will not exist or otherwise be discovered in the future, particularly in light of our
increased reliance on personnel working remotely as-aresult-ofthe-COVAD-—9-pandemie-. [f material weaknesses or other
significant deficiencies occur, such weaknesses or deficiencies could result in misstatements of our results of operations,
restatements of our financial statements, a decline in our stock price, or other material adverse effects on our business,
reputation, results of operations, financial condition or liquidity. Changes in tax laws or regulations that are applied
adversely to us or our customers may have a material adverse effect on our business, cash flow, financial condition or
results of operations. New income, sales, use, excise or other tax laws, statutes, rules, regulations or ordinances could be
enacted at any time, which could affect the tax treatment of our domestic and foreign sales and earnings. Any new taxes
could adversely affect our domestic and international business operations and our business and financial condition.
Further, existing tax laws, statutes, rules, regulations or ordinances could be interpreted, changed, modified or applied
adversely to us. Future guidance from the U. S. Internal Revenue Service and other tax authorities with respect to such
legislation may adversely affect us, and certain aspects of such legislation could be repealed or modified in the future,
which could have an adverse effect on us. For example, the Inflation Reduction Act includes provisions that will impact
the U. S. federal income taxation of corporations, including imposing a minimum tax on the book income of certain large
corporations and an excise tax on certain corporate stock repurchases that would be imposed on the corporation
repurchasing such stock. Changes in corporate tax rates, the realization of net deferred tax assets relating to our U. S.
operations, the taxation of earnings from other countries, and the deductibility of expenses or future tax reform
legislation could have a material impact on the value of our deferred tax assets, could result in significant one- time
charges in the current or future taxable years, and could increase our future U. S. tax expense. For example, effective
January 1, 2022, research and experimental expenses must be capitalized for tax purposes and amortized over five years
for research activities conducted in the United States and over fifteen years for research activities conducted outside the
United States, instead of being deducted in the year incurred. Unless this provision is deferred, modified, or repealed by
Congress, or the U. S. Department of the Treasury issues regulations narrowing its application, our future tax
obligations could be increased, which could harm our operating results. The impact of this provision will depend on
multiple factors, including the amount of research and experimental expenses we incur, whether we achieve sufficient
income to fully utilize such deductions and whether we conduct our research and experimental activities inside or
outside the United States. Our ability to use our net operating loss carryforwards and certain other tax attributes may be
limited. Our net operating loss carryforwards attributable to tax years beginning before January 1, 2018 could expire
unused and be unavailable to offset future income tax liabilities. In addition, under current U. S. federal income tax law,
federal net operating losses incurred in taxable years beginning after December 31, 2017, can be carried forward
indefinitely, but the deductibility of such federal net operating losses is limited to 80 % of taxable income. Under Sections
382 and 383 of the Internal Revenue Code of 1986, as amended, and corresponding provisions of state law, if a
corporation undergoes an “ ownership change, ” generally defined as a greater than 50 percentage point cumulative
change (by value) in its equity ownership over a three- year period, the corporation’ s ability to use its pre- change net
operating loss carryforwards and other pre- change tax attributes (such as research and development tax credits) to
offset its post- change taxable income or taxes may be limited. Changes in our stock ownership, some of which are
outside of our control, may have resulted in, or other future changes could result in, an ownership change. If a limitation
were to apply, utilization of a portion of our domestic net operating loss and tax credit carryforwards could be limited in
future periods, and a portion of the carryforwards may expire before being available to reduce future income tax
liabilities, which could adversely impact our financial position. At the state level, there may be periods during which the
use of net operating loss carryforwards is suspended or otherwise limited, which could accelerate or permanently
increase state taxes owed. It is also uncertain if and to what extent various states will conform to current U. S. federal
income tax law.



